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ANDA 75-190

JAN 28 2002

Bedford Laboratories
Attention: Molly Rapp
270 Northfield Road
Bedford, Ohio 44146

.Sént by Facsimile and U.S. Mail

Déar Ms. Rapp:

This is in reference to your abbreviated new drug
application dated August 21, 1997, submitted pursuant to
Section 505(j) of the Federal Food, Drug, and Cosmetic Act
(Act), for Paclitaxel Injection, 6 mg/mL (packaged in 30
mg/5 mL, 100mg/16.7 mL, and 300 mg/50 mL multiple-dose
vials).

Reference is also made to your amendments dated October 20,
1999; June 16, 2000; and January 24, May 15, May 25, May
30, June 8, June 13, and July 25, 2001, your approval
letter dated July 27, 2001, any intervening supplements
that were approved, and the rescission of your approval and
Tentative Approval dated January 25, 2002.

The listed drug product referenced in your application,

Taxol® Injection of Bristol Myers Squibb Co. Pharmaceutical'//\

Research Institute, is subject to periods of patent
protection which expire on August 3, 2012, [U.S. Patent No.
5,641,803 (the ‘803 patent), and U.S. Patent No. 5,670,537
(the ‘537 patent)]; May 08, 2001, [U.S. Patent No. 6150398
(the ‘398 patent); and March 9, 2013 [U.S. Patent No.
5,496,804 (the ‘804 patent)]. Your application contains a
patent certification under Section 505(j) (2) (A) (vii) (IV) of
the Act stating that your manufacture, use, or sale of
Paclitaxel Injection will not infringe on the ‘803, ‘804,
or ‘537 patents. Your application also contains a
statement under Section 505(j) (2) (A) (viii) of the Act
indicating that the '398 patent is a methods of use patent,
and that your labeling does not claim the indications or
methods of use covered by this patent. You have informed
the Agency that Bedford Laboratories has complied with the
requirements of Section 505(j) (2) (B) of the Act and that
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Bristol Myers Squibb Co. Pharmaceutical Research Institute
initiated a patent infringement suit against you in the
United States District Court for the District of New Jersey
‘with respect to the ‘803 and ‘537 patents (Bristol Myers
Squibb Company v. Boehringer Ingelheim Corp., Ben Venue
Laboratories, Inc. and Bedford Laboratories, Civil Action
No. 97CV-6050 (WHW). The Agency recognizes that the 30-month
period identified in Section 505(j) (5) (B) (iii) of the Act,
during which time FDA was precluded from approving your
application, has expired.

Taxol® is also covered by periods of Waxman-Hatch
exclusivity, D-57, I-270, I-226 and I-230; and Orphan Drug
Exclusivity (ODE) that are listed in Approved Drug Products
with Therapeutic Equivalence Evaluations, 21°° Edition
(Orange Book). You have made a statement that your
labeling for paclitaxel injection does not claim the
indications or methods of use covered by such exclusivity.

Please note that on January 17, 2002, Bristol Myers Squibb
withdrew the listing of U.S. Patent No. 6,096,331. This
patent is no longer listed in the Orange Book for Taxol®,
the RLD identified in your ANDA. Therefore, you are not
required to submit a certification under section
505(3) (2) (A) (vii) of the Act for this patent.

We have completed the review of this abbreviated
application and have concluded that the drug is safe and
effective for use as recommended in the submitted labeling.
Accordingly, the application is approved. The Division of
Bioequivalence has determined your Paclitaxel Injection, 6
mg/mL, to be bioequivalent and, therefore, therapeutically
equivalent to the listed drug (Taxol® Injection, 6 mg/mL,
of Bristol Myers Squibb Co. Pharmaceutical Research
Institute).

Under Section 506A of the Act, certain changes in the
conditions described in this abbreviated application
require an approved supplemental application before the
changes may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98.
The Office of Generic Drugs should be advised of any change
in the marketing status of this drug.
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We request that you submit, in duplicate, any proposed
advertising or promotional copy that you intend to use in
your initial advertising or promotional campaigns. Please
submit all proposed materials in draft or mock-up form, not
final print. Submit both copies together with a copy of
the proposed or final printed labeling to the Division of
Drug Marketing, Advertising, and Communications (HFD-40).
Please do not use Form FD-2253 (Transmittal of
Advertisements and Promotional Labeling for Drugs for Human
Use) for this initial submission.

We call your attention to 21 CER 314.81 (b) (3) which
requires that materials for any subsequent advertising or
promotional campaign be submitted to our Division of Drug
Marketing, Advertising, and Communications (HFD-40) with a
completed Form FD-2253 at the time of their initial use.

Sincerely yours,

/a =
SF -
P 1]
Gary Buehler ;lzs loz_
Director

Office of Generic Drugs
Center for Drug Evaluation and Research

—,
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Bedford Laboratories
Attention: Molly Rapp
270 Northfield Road
Bedford, Ohio 44146

Sent by Facsimile and U.S. Mail
Dear Ms. Rapp:

This is in reference to your abbreviated new drug
application (ANDA) for Paclitaxel Injection, 6 mg/mL,
packaged in 30 mg/5 mL, 100 mg/16.7 mL, and 300 mg/50 mL
multiple-dose vials, dated August 21, 1997, submitted
pursuant to Section 505(j) of the Federal Food, Drug and
Cosmetic Act (Act). This letter is to inform you that, in
light of the January 24, 2002, Order entered by Judge
Colleen Kollar-Kotelly in ABI v. Thompson, Civil Action No.
02247 (CKK), in the U.S. District Court for the District of
Columbia (Order), the final approval given to Bedford
Laboratories on July 27, 2001, for this application,
including all amendments and supplements thereto, is hereby
rescinded.

The January 24, 2002, Order is attached. It is based upon o

a finding that U.S. Patent No. 6,096,331 was timely filed /// \\\;‘ﬂ/
under section 505(c) (2) of the Act at the time your ANDA -
was approved. Because, at that time, ANDA 75-190 did not

contain a patent certification as required by section
505(j) (2) (A) (vii) of the Act, it did not meet the statutory

standard for approval. Therefore, pursuant to the Order,

the Agency finds that the final approval for this

application, including all amendments and supplements

thereto, is rescinded.

The Agency notes, that based upon the information you have
presented to date, the drug described in your ANDA is safe
and effective for use as recommended in the submitted
labeling. Therefore, the application is tentatively
approved. This determination is based upon information
available to the Agency at this time, i.e., information in
your application and the status of current good
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manufacturing practices (CGMPs) of the facilities used in
the manufacture and testing of the drug products, and is
subject to change on the basis of new information that may
come to our attention.

The listed drug product referenced in your application
(RLD), Taxol® Injection of Bristol Myers Squibb Co.
Pharmaceutical Research Institute, is subject to periods of
patent protection which expire on August 3, 2012, [U.S.
Patent No. 5,641,803 (the ‘803 patent), and U.S. Patent No.
5,670,537 (the ‘537 patent)]; May 08, 2011[{U.S. Patent No.
6150398 (the ‘398 patent)]; and March 9, 2013 [U.S. Patent
No. 5,496,804 (the ‘804 patent)]. Your application
contains a patent certification under Section
505(3) (2) (A) (vii) (IV) of the Act stating that your
manufacture, use, or sale of Paclitaxel Injection will not
infringe on the ‘803 ‘804 or ‘537 patents. Your
"application also contains statements under Section
505(5) (2) (A) (viii) of the Act indicating that the ‘398
patent is a methods of use patent, and that your labeling
for paclitaxel injection does not claim the indications or
methods of use covered by this patent. You have informed
the Agency that Bedford Laboratories has complied with the
requirements of Section 505(j) (2) (B) of the Act and that
Bristol Myers Squibb Co. Pharmaceutical Research Institute
initiated a patent infringement suit against you in the
United States District Court for the District of New Jersey
with respect to the ‘803 and ‘537 patents (Bristol Myers
Squibb Company v. Boehringer Ingelheim Corp., Ben Venue
Laboratories, Inc. and Bedford Laboratories, Civil Action

No. 97CV-6050 (WHW). The Agency recognizes that the 30- .

month period identified in Section 505(3j) (5) (B) (iii) of the
Act, during which time FDA was precluded from approving
your application, has expired.

Taxol® is also covered by periods of Waxman-Hatch
exclusivity, D-57, I-270, I-226 and I-230; and Orphan Drug
Exclusivity (ODE) that are listed in Approved Drug Products
with Therapeutic Equivalence Evaluations, 21%* Edition
(Orange Book). You have made a statement that your
labeling for paclitaxel injection does not claim the
indications or methods of use covered by such exclusivity.
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Please note that on January 17, 2002, Bristol Myers Squibb
withdrew the listing of U.S. Patent No. 6,096,331. This
patent is no longer listed in the Orange Book for Taxol®,
the RLD identified in your ANDA. Therefore, you are not
required to submit a certification under section
505(j) (2) (A) (vii) of the Act for this patent.

Because the Agency is granting a tentative approval for
this application, when you believe that your application
may be considered for final approval, you must amend your
application to notify the Agency whether circumstances have
or have not arisen that may affect the effective date of
final approval. To reactivate your application, please
submit an amendment prior to the date you believe your
application will be eligible for final approval. This
amendment should identify changes, if any, in the
conditions under which the product was tentatively
approved, and should include updated information such as
final printed labeling, chemistry, manufacturing, and
controls data as appropriate. Please note that this
amendment should be submitted even if none of these changes
were made. The amendment should be designated clearly in
your cover letter as a MINOR AMENDMENT. In addition to this
amendment, the Agency may request at any time prior to the
final date of approval that you submit an additional
amendment containing the information described above. Any
changes in the conditions outlined in this abbreviated
application as well as changes in the status of the
manufacturing and testing facilities' compliance with
current good manufacturing procedures are subject to Agency

review before final approval of the application will be e T

made.

The drug products that are the subject of this abbreviated
application may not be marketed without final Agency
approval under section 505 of the Act. The introduction or
delivery or introduction into interstate commerce of this
drug before the effective final approval date is prohibited
under section 301(d) of the Act. Also, until the Agency
issues the final approval letter, these drug products will
not be listed in the Orange Book.
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Please contact Cecelia Parise, R.Ph., Regulatory Policy
Advisor to the Director, Office of Generic Drugs, at (301)
827-5845, for further information regarding this issue.

Sincerely yours,
2

el

Gary éfwéuehler |{1§lOL—

Director

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY

ON CRigiNAL
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PACLITAXEL INJECTION Py
LABORATORIES

Patient Information
What is PACLITAXEL?

PACLITAXEL Is a prescription cancer medicine, it is injected into a vein and it is used
to treat different types of tumors. The tumors include advanced ovary and breast cancer.

UL 27 2001 lI

What is cancer? APPROVED

Under normal conditions, the cells in your body divide and grow in an orderly, controlled
way. Cell division and growth are necessary for the human body to perform its functions
and to repair itself, when necessary. Cancer cells are different from normal cells because
they are not able to control their own growth. The reasons for this abnormal growth are
not yet fully understood.

A tumor is a mass of unheatthy cells that are dividing and growing fast and in an uncon-
trolled way. When a tumor invades surrounding healthy body tissue it is known as a malig-
nant tumor. A malignant tumor can spread (metastasize) from its original site to other parts
of the body if not found and treated early.

How does PACLITAXEL work?

PACLITAXEL is a type of medical treatment called chemotherapy. The purpose of
chemotherapy is to kill cancer cells or prevent their growth.

All cells, whether they are healthy cells or cancer cells, go through several stages of
growth. During one of the stages, the cell starts to divide. PACLITAXEL may stop the cells
from dividing and growing, so they eventually die. In addition, normal celis may also be
affected by PACLITAXEL causing some of the side effects. (See What are the possible
side effects of PACLITAXEL? below.)

Who should not take PACLITAXEL?

Patients who have a history of hypersensitivity (allergic reactions) to PACLITAXEL or other
drugs containing Cremophor® EL-P (polyoxyethylated castor oil), like cyclosporine or teni-
poside, should not be given PACLITAXEL. In addition, PACLITAXEL should not be given to
patients with dangerously low white blood cell counts.

How is PACLITAXEL given?

PACLITAXEL is injected into a vein (intravenous (IV) infusion). Before you are given
PACLITAXEL, you will have to take certain medicines (premedications) to prevent or
reduce the chance you will have a serious allergic reaction. Such reactions have occurred
in a small number of patients while receiving PACLITAXEL and have been rarely fatal.
(See What are the possible side effects of PACLITAXEL? below.)

What are the possible side effects of PACLITAXEL?

Most patients taking PACLITAXEL will experience side effects, although it is not always
possible to tell whether such effects are caused by PACLITAXEL, another medicine they
may be taking, or the cancer itself. Important side effects are described below; however
some patients may experience other side effects that are less common. Report any unusu-
al symptoms to your doctor.

Important side effects observed in studies of patients taking PACLITAXEL were as follows:

. - -allergic reactions. Allergic reactions can vary in degrees of severity. They may cause

death in rare cases. When a severe allergic reaction develops, it usually occurs at the
time the medicine is entering the body (during PACLITAXEL infusion). Allergic reactions
may cause trouble breathing, very low blood pressure, sudden swelling, and/or hives or
rash. The likelihood of a serious allergic reaction is lowered by the use of several kinds of
medicines that are given to you before the PACLITAXEL infusion.

-heart and blood vessel (cardiovascular) effects. PACLITAXEL may cause a drop in heart
rate (bradycardia) and low blood pressure (hypotension). The patient usually does not
notice these changes. These changes usually do not require treatment. Your heart function,
including blood pressure and pulse, will be monitored while you are receiving the medi-
cine. You should notify your doctor if you have a history of heart disease.

_infections due to low white blood cell count. Among the body's defenses against bacterial
infections are white blood cells. Between your PACLITAXEL treatment cycles, you will
often have blood tests to check your white blood cell counts.
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PACLITAXEL usually causes a brief drop in white blood cells. /f you have a fever (tempera-
ture above 100.4°F) or other sign of infection, tell your doctor right away. Sometimes seri-

ous infections develop that require treatment in the hospital with antibiotics. Serious illness
or death could result if such infections are not treated when white blood cell counts are low.

-hair loss. Complete hair loss, or alopecia, almost always occurs with PACLITAXEL. This
usually involves the loss of eye-brows, eyelashes, and pubic hair, as well as scalp hair. it
can occur suddenly after treatment has begun, but usually happens 14 to 21 days after
treatment. Hair generally grows back after you've finished your PACLITAXEL treatment.

-joint and muscle pain. You may get joint and muscle pain a few days after your PACLI-
TAXEL treatment. These symptoms usually disappear in a few days. Although pain medi-
cine may not be necessary, tell your doctor if you are uncomfortable.

-irritation at the injection site. PACLITAXEL sometimes causes irritation at the site where it
enters the vein. Reactions may include discomfort, redness, swelling, inflammation (of
the surrounding skin or of the vein itself), and ulceration (open sores). These reactions
are usually caused by the IV (intravenous) fluid leaking into the surrounding area. /f you
notice anything unusual at the site of the injection (needle), either during or after treat-
ment, tell your doctor right away.

-low red blood cell count. Red blood cells deliver oxygen to tissues throughout all parts of
the body and take carbon dioxide from the tissues by using a protein called hemoglobin.
A lowering of the volume of red blood cells may occur following PACLITAXEL treatment
causing anemia. Some patients may need a blood transfusion to treat the anemia.

Patients can feel tired, tire easily, appear pale, and become short of breath. Contact your
doctor if you experience any of these symptoms following PACLITAXEL treatment.

-mouth or lip sores (mucositis). Some patients develop redness and/or sores in the mouth
or on the lips. These symptoms might occur a few days after the PACLITAXEL treatment
and usually decrease or disappear within one week. Talk with your doctor about proper
mouth care and other ways to prevent or reduce your chances of developing mucositis.

-numbness, tingling, or burning in the hands and/or feet (neuropathy). These symptoms
occur often with PACLITAXEL and usually get better or go away without medication with-
in several months of completing treatment. However, if you are uncomfortable, tell your
doctor so that he/she can decide the best approach for relief of your symptoms.

-stomach upset and diarrhea. Some patients experience nausea, vomiting, and/or diarrhea
following PACLITAXEL use. If you experience nausea or stomach upset, teil your doctor.
Diarrhea will usually disappear without treatment; however, if you experience severe
abdominal or stomach area pain and/or severe diarrhea, tell your doctor right away.

Talk with your doctor or other healthcare professional to discuss ways to prevent or reduce
some of these side effects.

Because this leaflet does not include all possible side effects that can occur with PACLI-
TAXEL, it is important to talk with your doctor about other possible side effects.

Can | take PACLITAXEL if | am pregnant or nursing a baby?

PACLITAXEL could harm the fetus when given to a pregnant woman. Women should avoid
becoming pregnant while they are undergoing treatment with PACLITAXEL. Tell your doc-
tor if you become pregnant or plan to become pregnant while taking PACLITAXEL.

Because studies have shown PACLITAXEL to be present in the breast milk of animals
receiving the drug, it may be present in human breast milk as well. Therefore, nursing a
baby while taking PACLITAXEL is NOT recommended.

This medicine was prescribed for your particular condition. This summary does not include everything
there is to know about PACLITAXEL. Medicines are sometimes prescribed for purposes other than those
listed in a Patient Information Leaflet. If you have questions or concemns, or want more information about
PACLITAXEL, your doctor or pharmacist have the complete prescribing information upon which this
guide is based. You may want to read it and discuss it with your doctor. Remember, no written summary
can replace careful discussion with your doctor.

*Cremophor® EL-P is the registered trademark of BASF Aktiengeseilschaft.

This Patient information Leaflet has been approved by the U.S. Food and Drug
Administration.

January 2000 PTX-pt-POOA
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WARNING
Paclitaxel Injection should be administered under the supervision of a physician
experienced in the use of cancer chemotherapeutic agents. Aq%priate man-
agement of complications is possibie only when adequate_diagn icand treat-
ment facilities are readily avaitable.
daxis and severe hyper itivity reactions characterized by dyspnea and
yp requiring nt, ang and generaiized urticaria have
occurred in 2% to 4% of patients receiving paciitaxel in clinical trials. Fatai reac-
tions have occurred in patients despite premedication. All patients should be pre-
treated with corticosteriods, diphenhydramine, and H, antagonists. (See DOSAGE
AND ADMINISTRATION section.) Patients who experience severe hypersensitiv-
ity reactions to paclitaxet should not be rechallenged with the drug.
Paclitaxel therapy should not be given to patients with solid tumors who have
baseline neutrophil counts of less than 1,500 celi/mms3 and should not be given
to patients with AIDS-related Kaposi's sarcoma if the baseline neutrophil counts
of less than 1000 cells/mm3. In order to monitor the occurrence of bone marrow

ppression, primarily ia, which may be severe and result in infection,
itis ded that frequent peripheral biood ceit counts be performed on all
patients receiving paclitaxel.

DESCRIPTION

Paclitaxel Injection is a clear colorless to slightly yellow viscous solution. ft i supplied
as a nonaqueous solution intended for dilution with a suitable parenteral fiuid prior
to intravenous infusion. Paclitaxel is available in 30 mg (5 mL). 100 mg (16.7 mL), and
300 mg (50 mL) multidose vials. Each mL of sterile nonpyrogenic solution contains
6 mg paciitaxel, 527 mg of purified Cremophor® EL-P (polyoxyethylated castor oil)
and 49.7% (v/v) dehydrated aicohot.

Paciitaxel is a natural product with antitumor activity. Paclitaxel is obtained via a
semi-synthetic process from Taxus baccata. The chemical name for paclitaxel is
((ZaR,AS,AaS,SR.QS.HS.125,123R,12b.$)-1,2a,3.4,4a.6,9,10,11,12,123,12!)-
Dodecahydro-4,6,9,11,12,-1 2b-hexahydroxy-4a,8,13,1 3-tetramethyt-7,
11-methano-5H-cyclodeca(3,4]benz({1,2- bloxet-5-one 6,12b-diacetate, 12-ben-
z0ate, 9-ester with (2R,39)-N-benzoyl-3-phenylisoserine.

paclitaxel has the following structural formula:
(o]
" ,c)ko ocmon
o H
O/K,;/ e 69 o
O/\‘)k o NG
OH

H
oH 3 ©
‘E h 4
Paclitaxel is a white to off-white crystaliine powder with the molecular formula

Ca7H5iNO14 and @ molecular weight of 853.93. It is highly lipophilic, insoluble in
water, and melts at around 216° to 217°C.

CLINICAL PHARMACOLOGY
Paclitaxel is a novel antimicrotubule agent that promotes the assembly of micro-
tubules from tubulin: dimers and stabilizes mict Y P ing dep
ization, This stability results in the inhibition of the normal dynamic reorganization of
the microtubule network that is essential for vital interphase and mitotic ceflular
‘unctions. In addition, paciitaxel induces abnormal arrays o “bundtes” of micro-
tubules throughout the celt cycle and multiple asters of microtubules during mitosis.

Following intravenous administration of paclitaxel injection, paciitaxel piasma con-
centrations declined in a biphasic manner. The initial rapid decline represents dis-
tribution to the peripheral compartment and elimination of the drug. The later
phase is due, in part, to a refatively slow efflux of paclitaxel from the peripheral
compartment.

P tic p of paclitaxel 3 and 24 hour infusions of
pactitaxe! at dose levels of 135 and 175 mg/m2 were determined in a Phase 3
randomized study in ovarian cancer patients and are summarized in the fol-
lowing table:

Summary of Pharmacokinectic Parameters - Mean Values

' Dose  Infusion N Cuu  AUC(0-=) T-HALF Ct,
(my/m?) Duration(n) (patients) (ng/mb)  (ngeh/mL) (L] Un/m)

135 24 2 195 6300 527 217
175 24 4 365 7993 15.7 238
135 3 7 2170 7952 . 131 17.7
175 3 5 3650 15007 202 122

Cu = Maximum plasma concentration
AUC(0-) = Area under the plasma concentration-time curve from time 0 to infinity
CL; = Total body clearance

It appeared that with the 24 hour infusion of paclitaxel injection, a 30% increase in
dose (135 mg/m2 versus 175 mg/m2) increased the Cmax by 87%, whereas the
AUC(0-eo) remained proportional. However, with a 3 hour infusion, for a 30% increase
in dose. the Cuax and AUC(0-<0) were increased by 68% and 89%, respectively. The
mean apparent volume of distribution at steady state, with the 24 hour infusion of

paciitaxel, ranged from 227 to 688 L/m2, indicating extensive extravascular distribu-
tion and/or tissue binding of pacitaxel.

The pharmacokinetics of padiitaxel were also evaluated in adult cancer patients who
received single doses of 15 to 135 mg/m2 given by 1 hour infusions (n=15), 30 to
275 mg/m2 given by 6 hour infusions (n=36), and 200 to 275 mg/m2 given by 24 hour
infusions (n=54) in Phase 1 and 2 studies. Values for CLy and volume of distribution
were consistent with the findings in the Phase 3 study.

In vitro studies of binding
to human serum proteins,
using paclitaxel concentra-
tions ranging from 0.1 to
50 meg/mL, indicate that
between 89% to 98% of
drug is bound; the pres-
ence of cimetidine, raniti-
dine, dexamethasone, or
diphenhydramine did not
affect protein binding of
paciitaxel.

After intravenous adminis-

tration of 15 to 275 mg/m2

doses of paciitaxel as 1, 6, or 24 hour infusions, mean values for cumulative uri-
nary recovery of unchanged drug ranged from 1.3% to 12.6% of the dose, indi-
cating extensive non-renal clearance. In five patients administered a 225 of
250 mg/m2 dose of radiolabeled paciitaxel as a 3 hour infusion, a mean of 71% of
the radioactivity was excreted in the feces in 120 hours, and 14% was recovered
in the urine. Total recovery of radioactivity ranged from 56% to 101% of the doss.
paclitaxel represented a mean of 5% of the ini d radioactivity d
in the feces, while metabolites, primarily 6a.-hydroxypaclitaxel, accounted for the
balance. /n vitro studies with human liver microsomes and tissue slices showed
that paclitaxel was metabolized primarily to 6a-hydroxypaciitaxel by the
cytochrome P450 isozyme CYP2C8; and to two minor metabolites, 3 -p-hydroxy-
paciitaxel and 6, 3 ~-p-dihydroxypaclitaxel, by CYP3A4. /n vitro, the metabolism
of paclitaxel to Ba-hydroxypaclitaxel was inhibited by a number of agents (keto-
conazole, verapamil, diazepam, quinidine, dexamethasone, cyciosporin, tenipo-
side, etoposide, and vincristine), but the concentrations used exceeded those
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found in vivo ing normal peutic doses. 17a-ethinyl estra-
diol, retinoic acid, and quercetin, a specific inhibitor of CYP2C8, aiso inhibited the
i 6a-hydroxypaciitaxel in vitro. The pharmacokinetics of paciitaxel

may also be altered in vivo as a result of interactions with compounds that are
substrates, inducers, o inhibitors of CYP2C8 and/or CYP3A4. (See PRECAUTIONS:
Drug Interactions section.) The effect of renal or hepatic dysfunction on the dis-
position of paciitaxel has not been investigated.

Possibie i jons of paciitaxel with itantly administered medications have
not been formaily investigated.

Clinical Studies

Ovarian Carcinoma

Second-Line Data - Data from five Phase 1 and 2 clinical studies (189 patients), a
mutticenter randomized Phase 3 study (407 patients), as well as an interim analysis
of data from more than 300 patients enrofled in @ treatment referral center program
were used in support of the use of paclitaxel injection in patients who have failed ini-
tiah or subsequent chemotherapy for metastatic carcinoma of the ovary. Two of the
Phase 2 studies (92 patients) utilized an initial dose of 135 to 170 mg/m2 in most
patients (>90%) administered over 24 hours by continuous infusion. Response rates
in these two studies were 22% (95% Cl=11% to 37%) and 30% (95% Ci=18% to
46%) with a total of 6 complete and 18 partial responses in 92 patients. The median
duration of overall response in these two studies measured from the first day of treat-
ment was 7.2 months (range: 3.5 to 15.8 months) and 7.5 months (range: 5.3 to
17.4 months), respectively. The median survival was 8.1 months (range: 0.2 to
36.7 months) and 15.9 months (range: 1.8 to 34.5 + months).

The Phase 3 study had a bifactorial design and compared the efficacy and safety of
paciitaxel, administered at two different doses (135 or 175 mg/m2) and schedules
(3 or 24 hour infusion). The overall response rate for the 407 patients was 16.2%
(95% Cl=12.8% to 20.2%), with 6 complete and 60 partial responses. Duration of
response, measured from the first day of treatment was 8.3 months (range: 3.2 10
21.6 months). Median time to progression was 3.7 months (range: 0.1+ t0 25.1+
months). Median survival was 11.5 months (range: 0.2 10 26.3+ months).

Response rates, median survival and median time to progression for the 4 amms are
given in the following table:

Efficacy in the Phase 3 Second-Line Ovarian Carcinoma Study
. 175/3 175/24 1393 135/24
(n=96)  (n=106) (n=99)  (n=106)
* Response
- rate (percent) 146 21.7 152 132
_ 95% Confidence Interval (8.5 - 23.6) (145-31.0) (90-241) 77-215
« Time to Progression
- median (months) 44 42 34 28
_ 95% Confidence iterval  (3.0-56) (35-51) (28-42) (1.9 - 4.0)
* Survival
- median (months) 15 1.8 131 10.7
5% Confidence interval (8.4 - 14.4) (8.9-14.6) (9.1-146) (8.1- 13.6)

Analyses were performed as pianned by the pifactorial study design described in the
protocol, by comparing the two doses (135 or 175 mg/m2) iespective of the sched-

/

H

ule (3 or 24 hours) and the two schedules irrespective of dose. Patient:
175 mg/m2 dose had a response rate similar to that for those
135 mg/m2 dose: 18% vs. 14% (p=0.28). No difference in response ra
ed when comparing the 3 hour with the 24 hour infusion: 15% vs.
Patients receiving the 175 mg/m2 dose of paciitaxel had a longer time
than those receiving the 135 mg/m2 dose: median 4.2 vs. 3.1 monthe
median time to progression for patients patients receiving the 3 hour
infusion: 4.0 months vs. 3.7 months, respectively. Median survival wa
in patients receiving the 175 mg/m2 dose of paclitaxe! and 11.0 mor
receiving the 135 mg/m2 dose (p=0.92). Median survival was 11
patients receiving the 3 hour infusion of paclitaxel and 11.2 mont
receiving the 24 hour infusion (p=0.91). These statistical analyses sh
with caution because of the multiple comparisons made.

Paclitaxe! remained active in patients who had developed resistance t
taining therapy (defined as tumor progression while on, of tumor
6 months from completion of, a plati ini gimen) with re
14% in the Phase 3 study and 31% in the Phase 1 and 2 clinical stu¢

The adverse event profile in this Phase 3 study was consistent with
pooled analysis performed on 812 patients treated in 10 clinical
adverse events from the Phase 3 second-line ovarian carcinoma stud
in the ADVERSE REACTIONS section in tabuiar and narrative form.

The results of this randomized study support the use of paciitaxel in
of 135 to 175 mg/m2, administered by @ 3 hour intravenous infu
doses administered by 24 hour infusion were more toxic. How
had insufficient power to determine whether a particular dose and sct
superior efficacy.

Breast Carcinoma

After Failure of nitial - Data from 83 patients £
Phase 2 open labe! studies and from 471 patients enrolied in 3 Pha
study were available to support the use of paclitaxel injection
metastatic breast carcinoma.

Phase 2 Open Label Studies: Two studies were conducted in 53 pe
treated with @ maximum of one prior chemotherapeutic regimer
administered in these 2 trials as a 24 hour infusion at i
250 mg/m2 (with G-CSF support) or 200 mg/m2. The response
(95% Cl: 37% to 75%) and 52% (35% C1: 32% to 72%), respectively
2 study was conducted in ively D patients who had
cline therapy and who had received a minimum of 2 chematherapy
treatment of metastatic disease. The dose of paciitaxel was 200 mg
infusion with G-CSF support. Nine of 30 patients achieved a pa
response rate of 30% (35% C1: 15% to 50%).

Phase 3 Randomized Study: This multicenter trial was conducte
viousty treated with one or two regimens of chemotherapy. Patients
to receive paciitaxel injection at a dose of either 175 mg/m2 or 136
a 3 hour infusion. In the 471 patients enroled, 60% had symptom
impaired performance status at study entry, and 73% had visceral o
patients had failed prior chemotherapy either in the adjuvant &
metastatic setting (39%), or both (31%). Sixty-seven percent of the |
previously exposed to anthracyclines and 23% of them had disease
tant to this class of agents.

The overall response rate for the 454 evaluable patients was 26
to 30%), with 17 complete and 99 partial responses. The me
response, measured from the first day of treatment, was 8.1 mon
18.1+ months). Overall for the 471 patients, the median time o
3.5 months (range: 0.03 to 17.1 months). Median survival was 11
0 to 18.9 months).

Response rates, median survival and median time to progression *
given in the following table:

Efficacy in Breast Cancer after Failure of Initial Cheme
or Within 6 Months of Adjuvant Chematherapy
1753
(n=235)
* Response
- rate (percent) 28
- p-value 0.135
« Time to Progression
- median {(months) 42
- p-value 0027
* Survival
~ median (months) n7
- p-value 0.321

The adverse event profile of the patients who received single-age
the:ssmdywasoonsistentwﬂnmtseenmme pooled an:
812 patients treated in 10 clinical studies. These adverse event
preast carcinoma study are described in the ADVERSE REACTIOV
lar and narrative form.

INDICATIONS AND USAGE

Paciitaxel injection is indicated, after failure of first-line or Subseq
for the treatment of metastatic carcinoma of the ovary.

paclitaxel injection is indicated for the treatment of breast car
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ule (3 or 24 hours) and the two schedules iTespective of dose. Patients receiving the
175 mg/m2 dose had a response rate similar to that for those receiving the
135 mg/m2 dose: 18% vs. 14% (p=0.28). No difference in response rate was detect-
ed when comparing the 3 hour with the 24 hour infusion: 15% vs. 17% (p=0.50).
Patients receiving the 175 mg/m2 dose of paciitaxel had a longer time to progression
than those receiving the 135 mg/m2 dose: median 4.2 vs. 3.1 months (p=0.03). The
median time to progression for patients patients receiving the 3 hour vs. the 24 hour
infusion: 4.0 months vs. 3.7 months, respectively. Median survival was 11.6 months
in patients receiving the 175 mg/m2 dose of paciitaxel and 11.0 months in patients
receiving the 135 mg/m2 dose (p=0.92). Median survival was 1.7 months for
patients receiving the 3 hour infusion of paciitaxel and 1.2 months for patients
receiving the 24 hour infusion {p=0.91). These statistical analyses should be viewed
with caution because of the muttiple comparisons made.

Paclitaxel remained active in patients who had developed resi to platinum-con-
taining therapy (defined as tumor progression while on, or tumor relapse within
6 months from ci jon of, a plati ining regimen) with response rates of
14% in the Phase 3 study and 31% in the Phase 1 and 2 clinical studies.

The adverse event profile in this Phase 3 study was consistent with that seen for a
pooled analysis performed on 812 patients treated in 10 dlinical studies. These
adverse events from the Phase 3 second-line ovarian carcinoma study are described
in the ADVERSE REACTIONS section in tabular and namative form.

The results of this randomized study support the use of paciitaxel injection at doses
of 135 to 175 mg/m2, administered by @ 3 hour intravenous infusion. The same
doses administered by 24 hour infusion were more toxic. However, the study
had insufficient power to determine whether a particular dose and schedule produced
superior efficacy.

Breast Carcinoma

After Failure of Initial Chemotherapy - Data from 83 patients accrued in three
Phase 2 open label studies and from 471 patients enrolied in a Phase 3 randomized
study were available to support the use of paciitaxel injection in patients with
metastatic breast carcinoma.

Phase 2 Open Label Studies: Two studies were conducted in 53 patients previousl

combination chemotherapy for metastatic disease or relapse within 6 months of
adjuvant chemotherapy. Prior therapy should have included an anthracycline unfess
clinically contraindicated.

CONTRAINDICATIONS.
Pacitaxel injection is contraindicated in patients who have a history of hypersensitivity
reactions to paciitaxel or other drugs formulated in Cremophor® EL-P (polyaxyethylat-
ed castor oil).

Paclitaxel injection should not be used in patients with solid tumors who have base-
Jine neutrophil counts of <1,500 cells/mm?3 or in patients with AIDS-refated Kaposi's
sarcoma with baseline neutrophil counts of <1000 cells/mm3,

WARNINGS

Anaphylaxis and severe hyp sitivity ions ! ized by dyspnea and
hypotension requiring treatment, angioedema, and generalized urticaria have
occurred in 2% to 4% of patients receiving paciitaxel in clinical trials. Fatal reactions
have occurred in patients despite premedication. All patients should be pretreated
with corticosteroids, diphenhydramine and Hp antagonists. (See DOSAGE AND
ADMINISTRATION section)) Patients who experience severe hypersensitivity
reactions to paclitaxel should not be rechallenged with the drug.

Bone marrow supp (primarily penia) is dose-dependent and is the dose-
limiting toxicity. Neutrophil nadirs occurred at a median of 11 days. Paclitaxei should
not be administered to patients with baseline neutrophil counts of less than
1,500 cells/mm3. Frequent monitoring of blood counts should be instituted during
paclitaxel treatment. Patients should not be re-treated with subsequent cycles of
paciitaxel until neutrophils recover to a level >1,500 cellsymm?3 and platelets recover
to a level >100,000 ceils/mm3.

Severe conduction abnormalities have been documented in <1% of patients during
paciitaxel therapy and in some cases requiring pacemaker placement If patients
develop significant conduction abnormalities during paditaxel infusion, appropriate
therapy should be administered and continuous cardiac monitoring shouid be per-
formed during subsequent therapy with paciitaxel.

P Paclitaxel can cause fetal harm when administered to a pregnant

treated with a maximum of one prior cherrotherapeutic regimen. Paciitaxel was
administered in these 2 trials as @ 24 hour infusion at initial doses of
250 mg/m2 (with G-CSF support) or 200 mg/m2. The response rates were 5%
(95% Cl: 37% to 75%) and 52% (35% Cl: 32% to 72%), respectively. The third phase
2 study was conducted in extensively pretreated patients who had failed anthracy-
cline therapy and who had received a minimum of 2 chemotherapy regimens for the
treatment of metastatic disease. The dose of paciitaxel was 200 mg/m2 as a 24 hour
infusion with G-CSF support. Nine of 30 patients achieved a partial response, a
response rate of 30% (95% Ci: 15% to 50%).

Phase 3 Randomized Study: This multicenter trial was conducted in patients pre-
viously treated with one or two regimens of chemotherapy. Patients were randomized
to receive paclitaxel injection at a dose of either 175 mg/m? or 135 mg/m2 given aS
a 3 hour infusion. In the 471 patients enrolied, 60% had symptomatic disease with
impaired performance status at study entry, and 73% had visceral metastases. These
patients had failed prior chemotherapy either in the adjuvant setting (30%), the
metastatic setting (39%), or bath (31%). Sixty-seven percent of the patients had been
previously exposed to anthracyclines and 23% of them had disease considered resis-
tant to this class of agents.

The overall response rate for the 454 evaluable patients was 26% (95% Cl: 22%
to 30%), with 17 complete and 99 partial responses. The median duration of
response, measured from the first day of treatment, was 8.1 months (range: 34t0
18.1+ months). Overall for the 471 patients, the median time to progression was
3.5 months (range: 0.03 to 17.1 months). Median survival was 11.7 months (range:
0 to 18.9 months).

Response rates, median survival and median time 10 progression for the 2 arms are
given in the following table:

Efficacy in Breast Cancer after Failure of Initial Chemotherapy
or Within 6 Months of Adjuvant Chemotherapy
175/3 135/3
(n=235) (n=236)
* Response
- rate (percent) 28 22
- p-value 0.135
« Time to Progression
~ median (months) 42 30
- p-value 0.027
« Survival
- median (months) 17 105
- p-value 0.321

The adverse event profile of the patients who received single-agent paciitaxel in the
Phase 3 study was consistent with that seen for the pooled analysis of data from
812 patients treated in 10 clinical studies. These adverse events from the Phase 3
breast carcinoma study are described in the ADVERSE REACTIONS section in tabu-
lar and narrative form.

INDICATIONS AND USAGE
Paclitaxel injection is indicated, after failure of first-line of subsequent chemotherapy
for the treatment of metastatic carcinoma of the ovary.

Paclitaxel injection is indicated for the treatment of breast cancer after faiture of

woman. Administration of paclitaxel during the period of organogenesis to rabbits at
doses of 3 mg/kg/day (about 0.2 the daily maximum recommended human dose on
a mg/m? basis) caused embryo- and icity, as indicated by i mortal-
ity, increased resorptions and increased fetal deaths. Maternal toxicity was aiso
observed at this dose. No teratogenic effects were observed at 1 mg/kg/day (about
1/15 the daily maximum recommended human dose on a mg/m2 basis); teratogenic
potential could not be assessed at higher doses due to extensive fetal mortality.

There are no and wefl- d studies in pregnant women. If paclitaxel is
used during pregnancy, or if the patient pregnant while receiving this drug,
the patient should be apprised of the potential hazard to the fetus. Women of child-
bearing potential should be advised to avoid becoming pregnant.

. PRECAUTIONS

Contact of the undiluted concentrate with plasticized potyviny! chioride (PVC) equip-
ment or devices used to prepare solutions for infusion is not recommended. In order
to minimize patient exp to the plasticizer DEHP [di-(2-ethylhexyljphthalate],
whizh may be leached from PVC infusion bags or sets, diluted pacitaxel solutions
should preferably be stored in batties (glass, polypropylene) or piastic bags (polypropy-
iene, polyolefin) and administered through polyethylene-lined administration sets.
Paclitaxel should be administered through an in-line filter with a microporous mem-
brane not greater than 0.22 microns. Use of filter devices such as IVEX-2® filters
which incorporate short inlet and outiet PVC-coated tubing has not resulted in signif-
icant ieaching of DEHP.

Drug Interactions: In a Phase 1 trial using escalating doses of paqlitaer (110 o

0

Fres

trate and teniposide for injection concentrate) should not be tres
injection. In order to avoid the occurence of severe hypersens)
patients treated with paciitaxel should be premedicated with corti

asone), diphenhydramine and Hy antagonists (such as ¢
dine). Minor symptoms such as flushing, skin reactions, dyspm:
tachycardia do not require interruption of therapy. However, severe
hypotension requiring treatment, dyspnea requiring bronchedilatc
generalized urticaria require immediate discontinuation of paciita
symptomatic therapy. Patients who have developed severe hypers
should not be rechallenged with paclitaxel.

Cardiovascular: Hypotension, bradycardia and hypertension he
during administration of paclitaxel, but generally do not require tr
ally paclitaxel infusions must be i pted or discontinued becaus
rent hypertension. Frequent vital sign monitoring, particutarly dur
paciitaxel infusion, is recommended. Continuous cardiac monitoi
except for patients with serious conduction abnormalities. (See W

Nervous System: Although, the occurrence of peripheral neurope
¢ of severe symp y is unusual and requires
20% for alt subsequent courses of paclitaxel.

Paclitaxe! contains dehydrated aicohol, 396 mg/mL; considerati
to possible CNS and other effects of alcohol. (See PRECA!
Use section).

Hepatic: There is evidence that the toxicity of paciitaxel is enhan
elevated liver enzymes. Caution should be exercised when admini
patients with moderate to severe hepatic impairment and dose
be considered.

Injection Site Reaction: Injection site reactions, including reac
extravasation, were usualty mild and consisted of erythema, tend
oration, or swelling at the injection site. These reactions have b
frequently with the 24 hour infusion than with the 3 hour infusion
reactions at a site of previous extravasation following administrat
different site, i.e., “recall”, has been reported rarely.

Rare reports of more severe events such as phiebitis, cefluli
exfoliation, necrosis and fibrosis have been received as par
surveillance of paciitaxel safety. In some cases the onset of the ir
either occurred during a prolonged infusion or was delayed by a

A specific treatment for tion ions is unk at
possibility of extravasation, it is advisable to closely monitor t
possible infittration during drug administration.
Carcinogenesis, Mutagenesis, impairment of Fertility: The c
of padiitaxel has not been studied. =

Paciitaxel has been shown to be clastogenic i vitro (chromes
human lymphocytes) and in vivo (mic test in mice).
mutagenic in the Ames test of CHO/HGPRT gene mutation assay
Administration of paciitaxel prior to and during mating produced
ity in male and female rats at doses equal to or greater than 1 m¢
the daily maximum recommended human dose on a mg/m2 basis
taxel caused reduced fertility and reproductive indices, and inct
fetotoxicity (see WARNINGS section).

Pregnancy: Teratogenic Effects, Pregnancy Category D. (See !
Nursing Mothers: It is not known whether the drug is excre
Foliowing intravenous administration of carbon-14 labeled padiit
9to 10 p C jons of radioactivity in milk v
plasma and declined in parallel with the piasma concentrations. £
are excreted in human milk and because of the potential for serio
in nursing infants, it is recommended that nursing be discontir

200 mg/mZ) and cisplatin (50 of 75 rng/m2) given as sequential i

o was more prof when p was given after cispiatin than with the
alternate sequence (i.e. pacitaxel before cisplatin). Pharmacokinetic data from these
patients a in paclitaxel ¢ of approximately 33% when

paciitaxel was administered following cispiatin.

The metabolism of paciitaxel is catalyzed by cytochrome P450 isoenzymes CYP2C8
and CYP3A. In the absence of formal clinical drug interaction studies, caution should
be exercised when administering paciitaxet concomitantly with known substrates or
inhibitors of the cytochrome P50 isoenzymes CYP2C8 and CYP3A4. (See CLINICAL
PHARMACOLOGY section.)

Potential interactions between paciitaxel, a substrate of CYP3A4 and protease
inhibitors {ritonavir, saquinavir, indinavir, and netfinavir), which are substrates and/or
inhibitors of CYP3A4 have not been evaluated in cinical trials.

Reports in the literature suggest that piasma levels of daxorubicin (and its active
metabolite doxorubicinol) may be i when paciitaxe! and doxorubicin are used
in combination.

Hematology: Paciitaxel therapy should not be administered to patients with baseline
neutrophil counts of less than 1,500 cells/mm. In order to monitor the occurrence of
myelotoxicity, it is recommended that frequent peripheral blood cell counts be
performed on ail patients receiving paciitaxel. Patients should not be re-treated with
subsequent cycles of paditaxel untii neutrophils recover toa level >1,500 cellymm3
and platelets recover to a level >100,000 celis/mms. in the case of severe neutropenia
(<500 celis/mm3 for seven days or more) during a course of paciitaxe! therapy, a
20% reduction in dose for subsequent courses of therapy is recommended.

nmmﬁmmahMMthmmmw-
tions to products containing Cremop £L- P (e.g. cyclosporin for injection concen-

paciitaxel therapy.
Pediatric Use: The safety and effectiveness of padiitaxel in pedia
been established.

There have been reports of central nervous system (CNS) toxici
with death) in a clinical trial in pediatric patients in which pa
intravenously over 3 hours at doses ranging from 350 mg/m2
toxicity is most likely attributable to the high dose of the ethan
paclitaxel vehicle given over a short infusion time. The L
antihistamines may intensify this effect. Although  direct effect ¢
cannot be discounted, the high doses used in this study (over twic
adult dosage) must be considered in assessing the safety of pac
population.

ADVERSE REACTIONS

Pooled Analysis of Adverse Event Experiences from Single-:
in the following table are based on the experience of 812 patier
carcinoma and 319 with breast carcinoma) enrolled in 10 studies
agent paciitaxel. Two hundred and seventy-five patients were tr
2 studies with paciitaxel doses ranging from 135 to 300 mg/n
24 hours (in four of these studies, G-CSF was administered as he
Three hundred and one patients were treated in the randomized
cinoma study which compared two doses (135 or 175 mg/m2
(3 or 24 hours) of paciitaxe!. Two hundred and thirty-six patients v
received paciitaxel (135 or 175 mg/m?) administered over 3 hours



» schedules ¥rrespective of dose. Patients receiving the
ponse rate similar to that for those receiving the
o (p=0.28). No difference in response rate was detect-
Jc with the 24 hour infusion: 15% vs. 17% (p=0.50).
m2 dose of paclitaxel had a longer time to progression
19/m2 dose: median 4.2 vs. 3.1 months (p=0.03). The

patients patients receiving the 3 hour vs. the 24 hour
onths, respectively. Median survival was 11.6 months
1¢/m2 dose of paclitaxel and 11.0 months in patients
se (p=0.92). Median survival was 11.7 months for
infusion of paclitaxel and 11.2 months for patients
(p=0.91). These statistical analyses shouid be viewed
Jitiple comparisons made.

itients whao had developed resistance to platinum-con-
imor progression while on, or tumor relapse within
1 platinum-containing regimen) with response rates of
31% in the Phase 1 and 2 clinical studies.

iis Phase 3 study was consistent with that seen for a
1 812 patients treated in 10 dinical studies. These
+ 3 second-line ovarian carcinoma study are described
section in tabular and narrative form.

study support the use of pacitaxel injection at doses
istered by @ 3 hour intravenous infusion. The same
our infusion were more toxic. However, the study
Tnine whether a particular dose and schedule produced

1otherapy - Data from 83 patients accrued in three
1 from 471 patients enrolled in a Phase 3 randomized
)ort the use of paclitaxel injection in patients with

: Two studies were conducted in 53 patients previously
ane prior chemotherapeutic regimen. Paclitaxel was
ials as a 24 hour infusion at initial doses of
sort) or 200 mg/m2. The response rates were 57%
% {95% Cl: 32% to 72%), respectively. The third phase
ansively pretreated patients who had failed anthracy-
2ived a minimum of 2 chematherapy regimens for the
2. The dose of padiitaxet was 200 mg/m2 as a 24 hour
Nine of 30 patients achieved a partial response, a
15% to 50%).

* This multicenter triai was conducted in patients pre-
regimens of chemotherapy. Patients were randomized
t a dose of either 175 mg/m2 or 135 mg/m2 given as
»atients enrolled, 60% had symptomatic disease with
t study entry, and 73% had visceral metastases. These
notherapy either in the adjuvant setting (30%), the
th (31%). Sixty-seven percent of the patients had been
clines and 23% of them had disease considered resis-

the 454 evaluable patients was 26% (35% Cl: 22%
and 99 partial responses. The median duration of
first day of treatment, was 8.1 months (range: 3.4 to
2 471 patients, the median time to progression was
1 months). Median survival was 11.7 months (range:

al and median time to progression for the 2 arms are

er after Failure of Initial Chemotherapy
1ths of Adjuvant Chemotherapy
175/3 135/3
{n=235) (n=2386)
28 22
0.135
42 30
0.027
nzy 105
0.321

¢ patients who received single-agent paclitaxet in the
with that seen for the pooled analysis of data from
ical studies. These adverse events from the Phase 3
scribed in the ADVERSE REACTIONS section in tabu-

DICATIONS AND USAGE
after failure of first-line or subsequent chematherapy
carcinoma of the ovary.

1 for the treatment of breast cancer after failure of

ion apy for ic disease or relapse within 6 months of
adjuvant chemotherapy. Prior therapy should have included an anthracyciine unless
clinically contraindicated.

CONTRAINDICATIONS.
Paclitaxel injection is contraindicated in patients who have a hlstury of hypersensitivity
reactions to paclitaxel or other drugs f d in Cremop EL-P (p yiat-

ed castor oil).

Paclitaxel injectiog should not be used in patients with solid tumors who have base-
tine neutrophil counts of <1,500 cells/mm3 or in patients with AIDS-related Kaposi's
sarcoma with baseline neutrophil counts of <1000 cells/mm3.

WARNINGS

Anaphylaxis and severe hypersensitivity reactions characterized by dyspnea and
hypotension requiring treatment, angioedema, and generalized urticaria have
occurred in 2% to 4% of patients receiving paclitaxel in clinical trials. Fatal reactions
have occurred in patients despite premedication. All patients should be pretreated
with corticosteroids, diphenhydramine and Ho antagonists. (See DOSAGE AND
ADMINISTRATION section.) Patients who experience severe hypersensitivity
reactions to paclitaxel should not be rechallenged with the drug.

Bone marmow suppressi penia) is dose-dep and is the dose-
limiting toxicity. Neutrophil “nadirs occurred at a median of 11 days. Paclitaxel should
not be administered to patients with baseline neutrophil counts of less than
1,500 cells/mm3. Frequent monitoring of blood counts should be instituted during
paciitaxel treatment. Patients should not be re-treated with subsequent cycles of
paciitaxel until neutrophils recover to a level >1,500 cells/mm3 and platelets recover
to a level >100,000 celis/mm?3.

Severe conduction abnormalities have been documented in <1% of patients during
paciitaxel therapy and in some cases requiring pacemaker placement. If patients
develop significant conduction abnormalities during padiitaxet infusion, appropriate
therapy should be ini and conti cardiac itoring should be per-
formed during subsequent therapy with paciitaxet.

Pregnancy: Paclitaxel can cause fetal harm when administered to a pregnant
woman. Administration of paciitaxe! during the period of organogenesis to rabbits at
doses of 3 mg/kg/day (about 0.2 the daily maximum recommended human dose on
a mg/m2 basis) caused embryo- and fetotoxicity, as indicated by intrauterine mortal-
ity, increased resorptions and increased fetal deaths. Maternal toxicity was aiso
observed at this dose. No teratogenic effects were observed at 1 mg/kg/day (about
1/15 the daily maximum recommended human dose on a mg/m2 basis); teratogenic
potential could not be assessed at higher doses due to extensive fetal mortality.

There are no adequate and well-controlied studies in pregnant women. If paciitaxel is
used during pregnancy, or if the patient pregnant while receiving this drug,
the patient should be apprised of the potential hazard to the fetus. Women of child-
bearing potential should be advised to avoid becoming pregnant.

PRECAUTIONS
Contact of the undiluted concentrate with plasticized polyvinyt chionde (PVC) equip-
ment or devices used to prepare solutions for infusion is not recommended. In order
to minimize patient exposure to the plasticizer DEHP [di-(2-ethythexylphthalate],
which may be leached from PVC infusion bags or sets, diluted paciitaxe! solutions
shouid preferably be stored in botties (glass, polypropylene) or piastic bags (polypropy-
lene, polyolefin) and administered through polyethylene-lined administration sets.

Paclitaxel should be administered through an in-line fitter with a microporous mem-
brane not greater than 0.22 microns. Use of filter devices such as IVEX-2® fiters
which incorporate short inlet and outiet PVC-coated tubing has not resulted in signif-
icant leaching of DEHP.

Drug interactions: In a Phase 1 trial using escalating doses of paclitaxet (110 to
200 mg/m2) and cisplatin (50 or 75 mg/m2) given as sequential infusions, myelosup-
pression was more profound when paciitaxel was given after cisplatin than with the
alternate sequence (i.e. paciitaxel before cisplatin). Pharmacokinetic data from these
patients demonstrated a decrease in paclitaxel clearance of approximately 33% when
paciitaxel was administered following cisplatin.

The metabolism of paciitaxel is catalyzed by cytochrome P450 isoenzymes CYP2C8
and CYP3A4. In the absence of formal clinical drug interaction studies, caution shoukd
be exercised when administering paclitaxel concomitantly with known substrates or
inhibitors of the cytochrome P450 isoenzymes CYP2C8 and CYP3A4. (See CLINICAL
PHARMACOLOGY section.)

Potential interactions between paclitaxed, a substrate of CYP3A4 and protease
inhibitors {ritonavir, saquinavir, indinavir, and nelfinavir), which are substrates and/or
inhibitors of CYP3A4 have not been evaluated in clinical trials.

Repons in me Ineramre suggest that plasma levels of daxorubicin (and its active
inof) may be i when paciitaxel and doxorubicin are used

in combination.

Hematology: Paciitaxel therapy should not be administered to patients with baseline
neuwopMil counts of less than 1,500 cells/mm3. in order to monitor the occurrence of
myelotoxicity, it is recommended that frequent peripheral blood cell counts be
performed on all patients receiving paciitaxel. Patients shouid not be re-treated with
subsequent cycles of padiitaxel until neutrophils recover to a level >1,500 cells/mm3
and piatelets recover to a level >100,000 celis/mms3. in the case of severe neutropenia
(<500 cells/mm3 for seven days or more) during a course of padiitaxel therapy, a
20% reduction in dose for subsequent courses of therapy is recommended.

Hypersensitivity Reactions: Patients with a history of severe hypersensitivity reac-
tions to products containing Cremophor® EL- P (e.g. cyclosporin for injection concen-

trate and teniposide for injection concentrate) should not be treated with paclitaxel
injection. In order to avoid the occurrence of severe hypersensitivity reactions, all
patients treated wrm pachtaxe! should be p icated with cortic {such as

i ande gonists (such as cil or raniti-
dine). Minor symptoms such as flushing, skin reactions, dyspnea, hypatension or
tachycardia do not require interruption of therapy. However, severe reactions, such as
hypotension reguiring treatment, dyspnea requiring bronchodilators, angioedema of
generalized urticaria require immediate discontinuation of paciitaxel and aggressive
symptomatic therapy. Patients who have developed severe hypersensitivity reactions
should not be rechalienged with paditaxel.

Cardiovascular: Hypotension, bradycardia and hypertension have been observed
during administration of paciitaxe!, but generally do not require treatment. Occasion-
ally paclitaxel infusions must be interrupted or discontinued because of initial or recur-
rent hypertension. Frequent vital sign monitoring, particularly during the first hour of
paclitaxel infusion, is recommended. Continuous cardiac monitoring is not required
except for patients with serious conduction abnormalities. (See WARNINGS section).

Nervous System: Although, the occurrence of peripheral neuropathy is frequent, the
development of severe symptomatology is unusual and requires a dose reduction of
20% for ait subsequent courses of paclitaxel.

Paciitaxe! contains dehydrated alcohol, 396 mg/mL; consideration should be given
to possible CNS and cther effects of alcohol. (See PR : Pediatric
Use section).

Hepatic: There is evidence that the toxicity of paciitaxel is enhanced in patients with
elevated liver enzymes. Caution should be exercised when administering paciitaxel to
patients with moderate to severe hepatic impairment and dose adjustments should
be considered.

Injection Site Reaction: Injection site reactions, including reactions secondary to
extravasation, were usually mild and consisted of erythema, tendemess, skin discol-
oration, or swelling at the injection site. These reactions have been observed more
frequently with the 24 hour infusion than with the 3 hour infusion. Recurrence of skin
reactions at a site of previous extravasation following administration of paciitaxel at a
different site, i.e., “recail”, has been reported rarely.

Rare reports of more severe events such as phlebitis, celluiitis, induration, skin
exfoliation, necrosis and fibrosis have been received as part of the continuing
surveiflance of paciitaxel safety. in some cases the onset of the injection site reaction
either occurred during a proionged infusion or was delayed by a week to ten days.

A specific treatment for ation jons is at this time. Given the
possibility of extravasation, it is advisable to closety monitor the infusion site for
possible infiltration during drug administration.

Carcinogenesis, Mutagenesis, impairment of Fertility: The carcinogenic potential-
of padiitaxel has not been studied.

Paclitaxei has been shown to be clastogenic in vitro (chromosomal aberrations in
human lymphocytes) and in vivo {micronucieus test in mice). Paclitaxel was not
mutagenic in the Ames test of CHO/HGPRT gene mutation assay.

Administration of paciitaxel priof to and during mating produced impairment of fertil-
ity in maie and female rats at doses equal to or greater than 1 mg/kg/day (about 0.04
the daily maximum recommended human dose on a mg/mz basis). At this dose, pacli-
taxel caused reduced fertility and reproductive in fices, and increased embryo- and
fetotoxicity (see WARNINGS section). .
Pregnancy: Teratogenic Effects, Pregnancy Category D. (See WARNINGS section.)
Nursing Mothers: It is not known whether the drug is excreted in human milk.
Fotlowing intravenous administration of carbon-14 labeled padiitaxe! to rats on days
9 to 10 postpartum, concentrations of radioactivity in milk were higher than in
plasma and declined in paralie! with the plasma concentrations. Because n..ny drugs
are excreted in human milk and because of the potential for serious adverse reactions
in nursing infants, it is recommended that nirsing be discontinued when receiving
paciitaxel therapy.

Pediatric Usa: The safety and effectiveness of paciitaxei in pediatric patients have not
been established.

There have been reports of central nervous system (CNS) toxicity (rarely associated
with death) in a dinical trial in pediatric patients in which paciitaxel was infused
intravenously over 3 hours at doses ranging from 350 mg/m2 to 420 mg/m2. The
toxicity is most likely attributable to the high dose of the ethanol component of the
paclitaxel vehicle given over a short infusion time. The use of concomitant
antihistamines may intensify this effect. Atthough a direct effect of the paditaxel itself
cannot be discounted, the high doses used in this study (over twice the recommended
adult dosage) must be considered in assessing the safety of paciitaxel for use in this
population.

ADVERSE REACTIONS

Pooled Analysis of Adverse Event Experiences from Single-Agent Studies: Data
in the following table are based on the experience of 812 patients (493 with ovarian
carcinoma and 319 with breast carcinoma) enrolied in 10 studies who received single-
agent paciitaxel. Two hundred and seventy-five patients were treated in eight Phase
2 studies with paciitaxel doses ranging from 135 to 300 mg/m2 administered over
24 hours (in four of these studies, G-CSF was administered as hematopoietic support).
Three hundred and one patients were treated in the randomized Phase 3 ovarian car-
cinoma study which compared two doses (135 or 175 mg/m2) and two schedules
(3 or 24 hours) of padiitaxel. Two hundred and thirty-six patients with breast carcinoma
received padiitaxel (135 or 175 mg/m?) administered over 3 hours in a controlled study.
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Summary*of Adverse Events in Patients
With Solid Tumors Receiving Single-Agent Paditaxel
% of Patients
(n=812)
« Bone Marrow
— Neutropenia =2:060/mm3 90
= 7 <500/mm3 52
- Leukopenia <4,000/mm3 90
<1,000/mm3 17
~ Thrombocytopenia  <100,000/mm3 20
<50,000/mm3 7
~ Anemia <11 g/dL 78
<8 g/dL 16
- Infections 30
- Bleeding 14
- Red Ceti Transfusions 25
- Platelet Transfusians 2
« Hypersensitivity Reaction®
— Al 41
- Severe® 2
« Cardiovascular
- Vitai Sign Changes*®
- Bradycardia (N=537) 3
- Hypotension (N=532) 12
- Significant Cardiovascuiar Events 1
* Abnormal ECG
- AN PS 23
— Pts with normal baseline (N=559) 14
« Peripheral Neuropathy
- Any symptoms 60
- Severe symptoms” 3
« Myaigia/Artiwaigia
— Any symptoms 60
— Severe symptoms” 8
« Gastrointestinal
— Nausea and vomiting 52
- Diarrhea 38
- Mucositis kil
« Alopecis 87
« Hepatic (Pts with normal baseline and on study data)
- Bilirubin elevations (N=765) 7
- Alkaline phosphatase elevations (N=575) 22
~ AST (SGOT) elevations (N=591) 19
« Injection Site Reaction 13
* Based on Worst course anatysis.
» All patients received premedication.
< During the first 3 hours of infusion.
- Severe events are defined as at least Grade IIf toxicity.

None of the observed toxicities were clearty influenced by age.

Disease Specific Adverse Event Experiences

Second-Line Cvary: For the 403 patients who received single-agent paciitaxel in the
Phase 3 second-fine ovarian carcinoma study, the following table shows the
incidence of important adverse evens.

Frequency® of important Adverse Events
... Ihe Phase 3 Second-Line Ovarian Carcinoma Skudy

Percent of Patients
17830 IT5Re 135730 1R
(0=05) _(n=105) (nx08) (na105)

« Bone Marrow
- Neutropenia <2,000/mm3 78 98 78 98
<500/mm3 27 75 14 67
— Thrombocytopenia  <100,000/mm3 4 18 8 6
<50,000/mm3 1 7 2 1
- Anemia <11 gL 84 0 68 88
<8 g/dL 11 12 6 10
- Infections 26 29 20 18
« Hypersensitivity Reaction®
- Al 41 45 38 45
- Severe” 2 0 2 1
« Peripheral Neuropathy
- Any symptoms 63 60 55 42
- Severe symptoQs'= 1 2 0 ]
* Mucositis
- Any symptoms. 17 k) 21 25
- Severe symptoms” [} 3 0 2

2 Based on worst course analysis.

b paclitaxe! dose in mg/m2/infusion duration in hours.

< All patients received premedication.

* Severe events are defined as at least Grade Il toxicity.

Myelosuppression was dose and schedule related, with the schedule effect being
more prominent. The development of severe hypersensitivity reactions (HSRS) was
rare; 1% of the patients and 0.2% of the courses overall, There was no apparent dose
or schedule effect seen for the HSRs. Peripheral neuropathy was dearly dose-related,

/1
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but schedule did not appear to affect the incidence.

smmmnmmmmmmmmmeasapaﬁemsm
received single-agent paciitaxel in the Phasa 3 breast carcinoma study, the following

table shows the incidence of impor. ~nt ~dverse events by treatment arm (each arm
was administered by a 3 hour infusion).

Frequency® of Important Adverse Events in the Phase 3
Study of Breast Cancer After Failure of Initial Chemotherapy
or Within 6 Months of int Chemotherapy
Percent of Patients
175/3* 138/3*
(n=229) (n=229)
* Bone Marrow
- Neutropenia <2,000/mm3 0 81
<500/mm3 28 19
~ Thrombocytopenia <100,000/mm3 1 7
<50,000/mm3 3 2
— Anemia <11 g/l 55 47
<8 g/dL 4 2
- Infections 23 15
- Febrile Neutropenia 2 2
« Hypersensitivity Reaction®
- Al 36 3
- Severe® 0 <1
« Peripheral Neuropathy
- Any symptoms 70 46
- Severe symptoms” 7 3
* Mucositis
- Any symptoms 23 17
- Severe symptoms” 3 <1
2 Based on worst course analysis.
» Paclitaxel dose in mg/m?/infusion duration in hours.
< All patients received premedication.
- Severe events are defined as at least Grade il toxicity.

Myelosuppression and peripheral neuropathy were dose refated. There was one
severenypetsensiﬁvityreacﬁm(HSR)ohsemdalmmmasmglml

mmwwmwummm.mmmm
discussion refers o the overall safety database of 812 patients with solid tumors
treated with single-agent paciitaxel in dlinical studies. The frequency and severity of
important adverse events for the Phase 3 ovarian carcinoma and breast carcinoma
are presented above in tabular form by treatment arm. in addition, rare events have
been reported from postmarketing experience o from other dlinical studies.
Hematologic: Bone MAITow Suppression was the major dose-limiting taxicity of pacii-
taxel. Neutropeia, the mest important hematologic toxicity, , was dose and schedule
dependent and was generally rapidly reversible. Among patients treated in the Phase
3 second-fine ovarian study with a 3 hour infusion, neutrophil counts declined below
500 cells/mm3 in 14% of the patients treated with a dose of 135 mg/m2 compared to
27% at a dose of 175 mg/m2 (p=0.05). In the same study, severe neutropenia
(<500 cells/mm?3) was more frequent with the 24 hour than with the 3 hour infusion;
infusion duration had a greater impact on myelosuppression than dose. Neutropenia
did not appear to increase with cumulative exposure and did not appear to be more
frequent nor more severe for patients previously treated with radiation therapy.

Fever was frequent (12% of all nt COUrSes). i in
mdallmﬁmtsmd%dmlcm;Mepisodesmtamlin1%ofau
patients, and included sepsis. pneumonia and peritonitis. In the Phase 3 second-line
ovarian study, infectious episodes were reported in 20% and 26% of the patients
treatedwitfladoseof135mglm20t175mg/rrﬂgivenas3hwrinmsiom.
respectively. Urinary tract infections and upper respiratory tract infections were the
most frequently reported infectious complications.

Thrombocytopenia was uncommon, and aimost never severe (<50,000 celis/mm3).
Twenty percent of the patients experienced a drop in their platelet count below
100.(X)Oceﬁymm33!\eestmwﬂiiemmmnt7%hadaplatemmm
<50,000 cells/mms3 at the time of their worst nadir. Bleeding episodes were reported
in4%oiallcoursesandby14%oiallpaﬁemsmnrmstdthehemmagicepisom
were localized and the frequency of these events was unreiated to the paciitaxel dose
and schedule. In the Phase 3 second-iine ovarian study, bleeding episodes were
reponadin10%0fmepaﬁems;mpaﬁemsweamdwmm3mimUsiMreeemd
platelet transfusions.

Anemia (Hb<11 gldL)wasobsefvedhm'/.dallpauentsandwassevem
(Hb<B g/dL) in 16% of the cases. No consistent relationship between dose of
schedule and the frequency of anemia was observed. Among all patients with normal
baselimhemogbbil,mbecameammcmmdybmmmmdsmmamia
Redceluarsf&mswerereqﬁmﬂinﬁ%ofaﬁpaﬁemsandin12%o(mosewim
normal baseline hemoglobin leveis.
Mwmymmmmmmmpmm
pwimmm(seewmmmmm itivity Reactions
secﬁm).meﬁequmcymdseventydnsnswenmaﬂmwmeuweorsched-
ule of pacitaxel administration. In the Phase 3 second-line ovarian study the
3 hour infusion was not associated with a greater increase in HSRs when compared
to the 24 hour infusion. itivity reactions were observed in 20% of all courses
and in 41% of ali patients. These reactions were severe in less than 2% of the patients
ana1%ofmemrses.Nosevemeacﬁommobsewedaﬂerooutseaanusevem
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symptoms occurred generally within the fifst hour of paciitaxel infusion. The most fre-
quent symptoms observed during these severe reactions were dyspnea, flushing,
chest pain and tachycardia.

The minof hyp itivity reactions C mostly of flushing (28%), rash (12%),
hypotension (4%), dyspnea (2%), tachycardia (2%) and hypertension (1%). The
frequency of hyp itivity reactions ined relativity stable during the entire
treatment period. -

Rare reparts of chills and reports of back pain in association with hypersensitivity
reactions have been received as part of the continuing surveiliance of pacitaxe safety.

Cardiovascutar: Hypotension, during the first 3 hours of infusion, occurred in 12% of
all patients and 3% of all courses administered. Bradycardia, during the first 3 hours of
infusion, occurred in 3% of all patients and 1% of all courses. In the Phase 3 second-
line ovarian study, neither dose nor schedule had an effect on the frequency of hypoten-
sion and bradycardia. These vital sign changes most often caused no symptoms and
required neither specific therapy nor reatment discontinuation. The frequency of
hypotension and bradycardia were not influenced by prior anthracyciine therapy.

Significant cardiovascular events possibly refated to_single-agent paciitaxel occurred
in appraximately 1% of all patients. These events included syncope, rhythm abnormal-
ities, hypertension and venous thrombasis. One of the patients with syncope treated
with paciitaxel at 175 mg/m2 over 24 hours had progressive hypotension and died.
The amhythmias included asymptomatic ventricular tachycardia, bigeminy and
complete AV block requiring pacemaker placement.

Electrocardiogram (ECG) abnormaiities were common among patients at baseline. ECG
abnormalities on study did not usually resultin symptoms, were not dose-limiting, and
required no intervention. ECG abnormalities were noted in 23% of all patients. Among
patients with a normal ECG prior to study entry, 14% of all patients developed an
abnormal tracing while on study. The most frequently reported ECG modifications were
non-specific repotarization abnormalities, sinus bradycardia, sinus tachycardia and
premature beats. Among patients with normal ECGs at baseline, prior therapy with
anthracylines did not infk the frequency of ECG lities.

Cases of myocardial infarction have been reported rarely. Congestive heart failure has
been reported typically in patients who have received other chemotherapy, notably
anthracyclines. (See S, Drug Interactions section.)

Rare reports of atrial fibrillation and supraventricular tachycardia have been received
as part of the continuing surveiliance of paciitaxe! safety.

Respiratory: Rare reports of interstitial pneumonia, lung fibrosis and puimonary
embolism have been received as part of the continuing surveillance of pacitaxet
safety. Rare reports of radiation prieumonitis have been received in patients receiving
concurrent radiotherapy.

Neurologic: The frequency and severity of neurologic manifestations were
dose-dependent, but were not influenced by infusion duration. Peripheral neuropathy
was observed in 60% of all patients (3% severe) and in 52% (2% severe) of the
patients without pre-existing neuropathy.

The frequency of peripheral neuropathy increased with cumulative dose. Neurologic
symptoms were observed in 27% of the pztients after the first course of treatment
and in 34 to 51% from course 2 10 10.

Peripheral neuropathy was the cause of paclitaxel discontinuation in 1% of alt
patients. Sensory symptoms have usually improved of resoived within several months
of paciitaxel discontinuation. The incidence of jogic sympf did not i

in the subset of patients previously treated with cisplatin. Pre-existing neuropathies
resulting from prior therapies are not a contraindication for paciitaxel therapy.

Other than peripheral neuropathy, serious neurologic events following paciitaxet
administration have been rare (<1%) and have included grand mal seizures, Syncope,
ataxia and neuroencephalopathy.

Rare reports of autonomic neuropathy resulting in paralytic ileus have been received
as part of the continuing surveillance of paciitaxel safety. Optic nerve and/or visual
disturbances (scintillating scotomata) have also been reported, particularty in patients
who have received higher doses than those recommended. These effects generally
have been reversible. However, rare reports in the literature of abnormal visual evoked
potentials in patients have suggested persistent optic nerve damage.

Arthralgia/Myaigia: There was no consistent relationship between dose of schedule
of paciitaxel and the frequency of severity of arthraigia/myalgia. Sixty percent of alt
patients treated experienced arthralgia/myalgia; 8% experienced severe symptoms.
The symptoms were usually transient, occurred two or three days after paciitaxel
administration, and resotved within a few days. The frequency and severity of mus-
culoskeletal symp! ined d ghout the it period.

Hepatic: No relationship was observed between liver function abnormalities and
either dose o schedule of paciitaxel administration. Among patients with normal
paseling liver function 7%, 22% and 19% had elevations in bilirubin, alkaline
phosphatase and AST (SGOT), respeetively. Prolonged exposure to paciitaxel was not
associated with cumulative hepatic taxicity.

Rare reports of hepatic necrosis and nepatic encephalopathy leading to death have
been received as part of the continuing surveillance of paciitaxe! safety.

tinat (GI): Nausea/vomiting, diamhea and mucositis were reported by
52%, 38% and 31% of all patients, resp ctively. These ifestations were usually
mild to moderate. Mucositis was schedule dependent and occurred more frequently
with the 24 hour than with the 3 hour infusion.

coadministration of G-CSF, were observed in patients treated with paclitaxel alone and
in combination with other chemotherapeutic agents.

Injection Site Reaction: Injection site reactions. including reactions secondary to
extravasation, were usually mild and consisted of erythema, tendemess, skin discol-
oration, or swelling at the injection site. These reactions have been observed more
frequently with the 24 hour infusion than with the 3 hour infusian. Recurrence of skin
reactions at a site of previous extravasation following administration of paclitaxel ata
different site, i.2., “recall”, has been reported rarety.

Rare reports of more severe events such as phiebitis and cefiulitis, induration, skin
exfoliation, necrosis and fibrosis have been received as part of the continuing
surveillance of paciitaxel safety. In some cases the onset of the injection site reaction
either occurred during a prolonged infusion or was delayed by a week to ten days.

A specific nt for j ctions is unk at this time. Given the
possibility of extravasation, it is advisable to closely monitor the infusion site for
possible infiltration during drug administration.

Other Clinical Events: Alopecia was observed in almost alt (87%) of the patients.
Transient skin changes due to paciitaxel-related hypersensitivity reactions have been
observed, but no other skin toxicities were significantly associated with paciitaxe!

inistration. Nail changes ( in pigmentation or discoloration of nail bed)
were uncommon (2%). Edema was reported in 21% of all patients (17% of those
without basefine edema); only 1% had severe edema and none of these patients
required treatment discontinuation. Edema was most commionly focal and disease-
related. Edema was observed in 5% of all courses for patients with normal baseline
and did not increase with time on study.

Rare reports of skin abnomalities retated to radiation recall as well as reports of
maculopapular rash and pruritus have been received as part of the continuing
surveillance of padiitaxel safety.

Reports of asthenia and malaise have been received as part of the continuing sur-
veillance of paclitaxel safety.

Accidental Exposure: Upon inhalation, dyspnea, chest pain, burning eyes, sore throat
and nausea have been reported. Following topical exposure, events have included
tingling, burning and redness.

OVERDOSAGE
There is no known antidote for paciitaxel overdosage. The primary anticipated
complications of overdosage would consist of bone marrow suppression, peripheral
neurotoxicity and mucositis. Overdoses in pediatric patients may be associated with
acute ethanol toxicity (see PRECAUTIONS: Pediatric Use section).

DOSAGE AND ADMINISTRATION

Note: Contact of the undiluted concentrate with plasticized PVC equipment or devices
used to prepare solutions for infusion is not recommended. In order to minimize
patient exposure to the plasticizer DEHP [di-(2-ethylhexyliphthalate], which may be
teached from PVC infusion bags or sets, dituted paciitaxel injection solutions shoutd
be stored in botties (glass, poiypropylene) or plastic bags (polypropylene, potyolefin)
and inistered through poly lined administration sets.

All patients should be premedicated prior to paciitaxel administration in order 0
prevent severe hypersensitivity reactions. Such premedication may consist of
dexamethasone 20 mg PO administered approximately 12 and 6 hours before
paciitaxe!, diphenhydramine (or its equi ient) S0 mg IV 30 to 60 minutes prior to
paciitaxel, and cimetidine (300 mg) or ranitidine (50 mg) IV 30 to 60 minutes before
paciitaxet.

In patients previously treated with chemotherapy for carcinoma of the ovary,
paciitaxel has been used at several doses and schedules; howeves, the optimal
regimen is not yet clear (see CLINICAL STUDIES: Ovarian Carcinoma section). The
recommended regimen is pacitaxel 135 mym2 or 175 mg/m2 administered
intravenously over 3 hours every 3 weeks.

For patients with carcinoma df the breast, the following regimens are recommended
(see CLINICAL STUDIES: Breast Carcinoma section). After failure of initial
chemotherapy for metastatic disease Of relapse within 6 months of adjuvant
chemotherapy, paciitaxel at a dose of 175 mg/m2 administered intravenously over
3 hours every 3 weeks has been shown to be effective.

Formempyolpatiemswimmmnms(ovayandbfeaso,wursesdpaditaxd
should not be repeated until the neutrophil count is at least 1,500 cells/mm3 and the
platefet count is at least 100,000 cells/mm3. Patients who experience severe
i penia (neutrophil <500 for a week O longer) of severe peripheral
neuropathy during paciitaxel therapy should have dosage reduced by 20% for
subsequent courses of paciitaxel. The incidence of neuratoxicity and the severity of
neutropenia increase with dose.
jon and Administration Precautions: Paciitaxel is a cylotoxic anticancer
drug and, as with other potentially toxic compounds, caution should be exercised in
handling paciitaxel injection. The use of gloves is recommended. It paclitaxel solution
contacts the skin, wash the skin immediately and thoroughly with soap and watef.
Following topical exposure, events have included tingling, burning and redness.
If paciitaxel contacts mucous membranes, the membranes should be flushed
thoroughly with water. Upon inhalation, dyspnea, chest pain, buming eyes, sore throat
and nausea have been reported.
Given the possibiiity of extravasation, it is advisable to dosely monitor the infusion site
for possibie infittration during drug administration (see PRECAUTIONS: Injection
Site Reaction section).
ation for Intr Admink must be diluted

Rare reports of intestinal obstruction, i inal perforation, pancreatitis, i i
colitis, and dehydration have been received as part of the continuing surveiliance of
paciitaxel safety. Rare reports of neutropenic enterocolitis (typhiitis), despite the

Prep Paciitaxel inj
prior to infusion. Paciitaxe! should be diluted in 0.9% Sodium Chioride {njection,
5% Dextrose Injection, 5% Dextrose and 0.9% Sodium Chloride Injection, of

5% Dextrose in Ringer's Injection to a final conc
solutions are physically and chemically stable
temperature (approximatety 25°C) and room ligh

Upon preparation, solutions may show
tion vehicle. No significant losses in potency he
delivery of the solution through IV tubing contain

Data collected for the presence of the extrac
hexyl)phthatate] show that levels increase with ti
are prepared in PVC i Cc ntly, tt
and administration sets is not recommended. Pa
and stored in glass, polypropylene, of potyol
administration sets, such as those which arepor

Paclitaxel should be administered through an in
brane not greater than 022 microns. Use of f
which incorporate short inlet and outiet PVC
significant leaching of DEHP.

The Chemo Dispensing Pin™ device or simila
used with vials of paciitaxel since they can Caus
Joss of sterile integrity of the paciitaxei solution.

Stability: Unopened vials of Padiitaxet Injection
the package when stored between 20° to 25°C
Neither freezing nor refrigeration adversely affe
refrigeration components in the paciitaxel vial
upon reaching room temperature with little or
product quality under these circumstances. ]
insoluble precipitate is noted, the wial should
prepared as recommended are stable at ambie
and fighting conditions for up to 27 hours.
Note: Parenteral drug products should be insper
discoloration prior to administration whenever

HOW SUPPL
Paciitaxel Injection, 6 mg/mL, is supplied as for
30 mg multiple-dose vial individually boxed, Nt
100 mg muttipie-dose vial individually boxed, !
300 mg muitiple-dose vial individually boxed, !
Storage: Store the vials in original cartons betv
in the original pacikeage to protect from light.
Handling and Disposak: Procedures for prope
drugs should be considered. Several guidetines
There is no general agreement that all of
guidelines are y Or appropriate.
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nor treatment discontinuation. The frequency of
70t influenced by prior anthracycline therapy.

assibly refated to single-agent paciitaxe! occurred
These events included syncope, rhythm abnormal-
imboasis. One of the patients with syncope treated
24 hours had progressive hypotension and died.
stomatic ventricular tachycardia, bigeminy and
aker placement.

ies were common among patients at basefine. ECG
lly result in symptoms, were not dose-limiting, and
“malities were noted in 23% of all patients. Among
to study entry, 14% of all patients developed an
e most frequently reported ECG modifications were
walities, sinus bradycardia, sinus tachycardia and
with normat ECGs at baseline, prior therapy with
frequency of ECG abnormalities.

: been reported rarely. Congestive heart failure has
who have received other chemotherapy, notably
3, Drug Interactions section.)

1 supraventricular tachycardia have been received
ce of paciitaxel safety.

rstitial pneumonia, lung fibrosis and puimonary
part of the continuing surveiltance of paditaxet
:umonitis have been received in patients receiving

| severity of neurciogic manifestations were
enced by infusion duration. Peripherat neuropathy
nts (3% severe) and in 52% (2% severe) of the
pathy.

yathy increased with cumulative dose. Neurologic
of the patients after the first course of treatment
10.

ause of paclitaxel discontinuation in 1% of all
sually improved of resolved within several months
~idence of giC Symp did not i
reated with cisplatin. Pre-existing neuropathies
a contraindication for paciitaxe! therapy.

«erious neurologic events following paciitaxel
ind have included grand mal seizures, syncope,

+ resulting in paralytic ileus have been received

: of padiitaxel safety. Optic nerve and/or visual

have afSo been reported, particularly in patients

1 those recommended. These effects generally
.eports in the literature of abnormat visual evoked
2d persistent optic nerve damage.

consistent relationship between dose or schedule
seven'ty of armmgia/myalgia Sixty percent of all
; 8% severe Ssymp
nem occurred two or three days after paciitaxel
a few days. The frequency and severity of mus-
1changed throughout the treatment period.

erved between liver function abnormalities and
xel administration. Among patients with normat
and 19% had elevations in bilirubin, alkaline
actively. Prolonged exposure to paciitaxel was not
toxicity.

1d hepatic encephalopathy leading to death have
Jing surveillance of paclitaxel safety.

\iting, diarrhea and mucositis were reported by
, respectively. These manifestations were usually
shedule dependent and occurred more frequently
r infusion.

1on, intestinal perforation, pancreatitis, ischemic
received as part of the continuing surveillance of
neutropenic enterocolitis (typhiitis), despite the

coadministration of G-CSF, were observed in patients treated with paclitaxel alone and
in combil wih oher ch peutic agents.

Injection Site Reaction: Injection site reactions, including reactions secondary to
extravasation, were usually mild and consisted of erythema, tendemess, skin discol-
oration, or swelling at the injection site. These reactions have been observed more
frequently with the 24 hour infusion than with the 3 hour infusign. Recurrence of skin
reactions at a site of previous extravasation following administration of paciitaxel at a
different site, i.e., “recall”, has been reported rarely.

Rare reports of more severe events such as phiebitis and cellulitis, induration, skin
exfoliation, necrosis and fibrosis have been received as part of the continuing
surveillance of paclitaxel safety. In some cases the onset of the injection site reaction
either occurred during a prolonged infusion or was delayed by a week to ten days.

A specific treatment for ation jons is at this time. Given the
possibility of extravasation, it is advisable to closely monitor the infusion site for
possible infiltration during drug administration.

mhar Clinical Events: Alopecia was observed in aimost all (87%) of the patients.

ient skin changes due to p -refated itivity reactions have been
observed, but no other skin tox»cmes were significantly assocnated with paclitaxel
administration. Nail changes (changes in pigmentation or discoloration of nail bed)
were uncommon (2%). Edema was reported in 21% of all patients (17% of those
without baseline edema); only 1% had severe edema and none of these patients
required treatment discontinuation. Edema was maost commonly focal and disease-
refated. Edema was observed in 5% of all courses for patients with normat baseline
and did not increase with time on study.

Rare reports of skin abnormalities related to radiation recall as well as reports of
maculopapular rash and pruritus have been received as part of the continuing
surveillance of paciitaxel safety.

Reports of asthenia and malaise have been received as part of the continuing sur-
veillance of paciitaxel safety.

Accidental Exposure: Upon inhalation, dyspnea, chest pain, burning eyes, sore throat
and nausea have been reported. Following topical exposure, events have included
tingling, burning and redness.

OVERDOSAGE
There is no known antidote for paciitaxel overdosage. The primary anticipated
complications of overdosage would consist of bone marrow suppression, peripheral
neurotoxicity and mucositis. Overdases in pediatric patients may be associated with
acute ethanol toxicity (see PRECAUTIONS: Pediatric Use section).

DOSAGE AND ADMINISTRATION

Note: Contact of the undiluted with plasticized PVC equip or devices
used to prepare solutions for infusion is not recommended. In order to minimize
patient exposure to the plasticizer DEHP [di-(2-ethylhexyf)phthalate], which may be
leached from PVC infusion bags or sets, diluted paciitaxel injection solutions should
be stored in bottles (glass, polypropylene) or plastic bags (polypropylene, polyolefin)
and administered through polyethylene-lined administration sets.

All patients should be pre icated prior to paci istration in order to

prevent severe hypersensitivity reactions. Such premedication may consist of

dexamemasone 20 mg PO administered approximately 12 and 6 hours before

ine (or its equi ) 50 mg IV 30 to 60 minutes prior to

and cimetidine (300 mg) or ranitidine (50 mg) IV 30 to 60 minutes before
paclitaxel.

In patients previously treated with chemotherapy for carcinoma of the ovary,
paclitaxel has been used at several doses and schedules; however, the optimal
regimen is not yet clear (see CLINICAL STUDIES: Ovarian Carcinoma section). The
recommended regimen is padiitaxel 135 mg/m2 or 175 mg/m2 administered
intravenously over 3 hours every 3 weeks.

For patients with carcinoma of the breast, the following regimens are recommended
(see CLINICAL STUDIES: Breast Carcinoma section). After failure of initial
chemotherapy for metastatic disease or refapse within 6 months of adjuvant
chematherapy, paciitaxel at a dose of 175 mg/m2 administered intravenously over
3 hours every 3 weeks has been shown to be effective.

For therapy of patients with solid tumors (ovary and breast}, courses of paciitaxel
should not be repeated until the neutrophil count is at teast 1,500 cells/mm3 and the
platelet count is at least 100,000 cellsmm3. Patients who experience severe
neutropenia (neutrophil <500 cells/mm3 for a week or longer) or severe peripheral
neuropathy during paclitaxel therapy should have dosage reduced by 20% for
subsequent eourses of paditaxel. The incidence of neurotoxicity and the severity of
neutropenia increase with dose.

and Administration Precautions: Paciitaxel is a cytotoxic anticancer
drug and, as with other potentially toxic compounds, caution should be exercised in
handling pactitaxel injection. The use of gloves is recommended. If padiitaxef solution
contacts the skin, wash the skin immediately and thoroughly with soap and water.
Following topical exposure, events have included tingling, buming and redness.
if paditaxel contacts mucous membranes, the membranes should be flushed
thoroughly with water. Upon inhalation, dyspnea, chest pain, buming eyes, sore throat
and nausea have been reported.
Given the possibility of extravasation, it is advisable to dosely monitor the infusion site
for possible infiitration during drug administration (see PRECAUTIONS: Injection
Site Reaction section).
Preparation for Intravenous Administration: Paciitaxel Injection must be diluted
prior to infusion. Paclitaxel should be diluted in 0.9% Sodium Chloride Injection,
5% Dextrose Injection, 5% Dextrose and 0.9% Sodium Chloride Injection, or

5% Dextrose in Ringer's Injection to a final concentration of 0.3 to 1.2 mg/mL. The
solutions are physically and chemically stable for up to 27 hours at ambient
temperature (approximately 25°C) and room lighting conditions.

Upon preparation, solutions may show haziness, which is attributed to the formula-
tion vehicle. No significant losses in potency have been noted following simulated
delivery of the solution through IV tubing containing an in-line (0.22 micron) filter.

Data collected for the presence of the extractable plasticizer DEHP [di-(2-ethyi-
hexyl)phthalate} show that levels increase with time and concentration when dilutions
are prepared in PVC containers. Consequently, the use of plasticized PVC containers
and administration sets is not recornmended Pacmaxel solutions should be prepared
and stored in glass, polypropy C Non-PVCcontaining
administration sets, such as those wtuch arepolyethylene-lined, should be used.

Paclitaxel should be administered through an in-line filter with a microporous mem-
brane not greater than 0.22 microns. Use of fitter devices such as IVEX-2@ fitters
which incorporate short inlet and outiet PVC-coated tubing has not resulted in
significant feaching of DEHP.

The Chemo Dispensing Pin™ device or similar devices with spikes should not be
used with vials of paciitaxel since they can cause the stopper to collapse resulting in
loss of sterile integrity of the paciitaxel solution.

Stability: Unopened vials of Padiitaxel Injection are stable until the date indicated on
the package when stored between 20° to 25°C (68° to 77°F), in the original package.
Neither freezing nor refrigeration adversely affects the stability of the product. Upon
refrigeration components in the paciitaxel vial may precipitate, but will redissoive
upon reaching room temperature with fitle or no agitation. There is no impact on
product quality under these circumstances. if the solution remains cloudy or if an
insoluble precipitate is noted, the vial should be discarded. Solutions for infusion
prepared as recommended are stable at ambient temperature (approximately 25°C)
and lighting conditions for up to 27 hours.

Note: f drug p should be i visually for parti matter and
discoloration prior to administration whenever solution and container permit.
HOW SUPPLIED

Paciitaxel Injection, 6 mg/mL, is supplied as follows:

30 mg multipie-dose vial individually baxed, NDC 55390-114-05.

100 mg muttiple-dose vial individually boxed, NDC 55390-114-20.

300 mg multiple-dose viai individually boxed, NOC 55390-114-50.

Storage: Store the vials in original cartons between 20° to 25°C (68° to 77°F). Retain

in the original package to protect from light.

Handling and Disposal: Procedures for proper handiing and disposal of anticancer

drugs should be cunsidered. Several guidelines on this subject have been published!-7.

There is no general agreement that all of the procedures recommended in the

guidelines are necessary or appropriate.
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Cremophor® EL-P is the registered trademark of BASF Akliengeselischaft.

IVEX-2¢ is the registered trademark of the Millipore Corporation.

Chemo Dispensing Pin™ is a trademark of the 8.8raun Medical Incorporated.

Manufactured for: Bedford Laboratories™, Bedford, OH 44146

Manufactured by: Ben Venue Laboratories, inc., Bedford, OH 44146
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PACLITAXEL
INJECTION

6 ma/mL_

MUST-BE OILUTED PRIOR TO IV USE.

Read enclosed package insert.
Rx ONLY.

o

JUL 27 oo

Note: Keyline does not print.

50 mL Multiple-Dose Vial

NDC 55390-114-50
Usual Dosage: See package insert.

Each mL contains 6 mg paclitaxel, 527 mg Cremophor® EL - P
(polyoxyethylated castor oit) and 49.7% (v/v) dehydrated alcohol, USP.

WARNING: Cytotoxic Agent
Store between 20° to 25°C (68° to 77°F). Proteet fram light. Retain
in carton until time of use.

Mfg for: Mfg by:
Bedford Laboratories™ lqa!!qqau Ben Venue Labs, Inc.
Bedford, OH 44146 LABORATORIE Bedford, OH 44146
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CHEMISTRY REVIEW NO.: 1

ANDA #: 75-190

NAME AND ADDRESS OF APPLICANT:

Bedford Laboratories
Division of Ben Venue Laboratories, Inc.
270 Northfield Road, Bedford, Ohio 44146

LEGAL BASIS FOR SUBMISSION:

Reference-listed drug: Taxol® Injection
Bristol-Myers Squibb, Inc.
Application No. N20262 001

Dosage form: ‘ Injectable

Strength: 6 mg/mL

- The active ingredient (Paclitaxel) is the same as the active
ingredient in the listed drug.

- The conditions of use for the proposed drug product are the
same as the conditions of use for the approved drug product.

- The route of administration, dosage form, and strength of
the proposed drug product are the same as the route of
administration, dosage form, and strength of the approved
drug product

Marketing exclusivity:

Bedford stated that Patent NO. 5,641,803 assigned to Bristol
Myers Squibb, Inc. (published on June 24, 1997) which claims the
reduction of hematologic toxicity by administering a
antineoplatically effective amount of about 135 mg/m? and 175
mg/m*> of Taxol® over a period of three hours or the reduction of
both hematologic and neurotoxicity by administering about 135
mg/m? over three hours is a prior art reported by Kris et al.,
Cancer treatment Rep., Vol 70, No.5(May 1986).

Based on the above information, Bedford Laboratories concluded
that a marketing exclusivity for this product assigned to Bristol
Myers Squibb, Inc. would expire on December 29, 1997.

Brief history:
21-AUG-97 Bedford’s ANDA submission letter to FDA - This
application was originally filed on December 30,
1996 with a Paragraph IV certification (Comparison
between generic and referenced drug) for the
5,504,102 patent, which Bristol Myers chose not to
list in the FDA’s Orange book.

20-NOV-97 Bedford’s Amendment to FDA - Bedford Lab.
certified that notice has been provided to the
patent holder, Bristol Myers Oncology that its
unapproved ANDA 75-190 for Paclitaxel Injections,
6 mg/mL, 5 mL and 16.7 mL vials was submitted and
accepted for filing and reviewing by the agency.
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A copy of Bedford Lab. Paragraph IV certification
was provided to the patent holder explaining the
basis for Bedford Lab.’s opinion that patent
number 5,641,803 (expiring August 03, 2012), is
invalid.

06-JAN-98 Bristol-Myers Squibb (BMS) letter to FDA - On
December 17, 1997, BMS filed a lawsuit against Ben
Venue Laboratories, Inc. and Bedford Lab. Alleging
infringement of US patent No. 5,641,803.

20-JAN-98 Bristol-Myers Squibb (BMS) letter to FDA -
Supplement to the letter dated 06-JAN-98.

SUPPLEMENT (s) : N/A

PROPRIETARY NAME: N/A

NONPROPRIETARY NAME: Paclitaxel Injection

SUPPLEMENT (s) PROVIDE(s) FOR:: N/A

AMENDMENTS AND OTHER DATES:

21-AUG-97: Date of ANDA submission

20-NQV-97: Amendment to certify that notice has been provided
to the patent holder, Bristol-Myers Oncology.

06-JAN-98: Bristol-Myers Squibb letter to FDA informing a
lawsuit filed against Ben Venue Laboratories.

26-JAN-98: Amendment concerning the categorical exclusion
claim and extraordinary circumstances.

05-FEB-98: Update of 26-JAN-98 amendment.

PHARMACOLOGICAL CATEGORY: Antimicrotubule agent

Rx or OTC: Rx

RELATED IND/NDA/DMF (s) :

DMF # TYPE SUBJECT HOLDER
I R P G —.\"——‘.
— o . - .

DOSAGE FORM: Injectable Sterile Solution

POTENCY: 6 mg/mL; 5 mL and 16.7 mL vials
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CHEMICAL NAME AND STRUCTURE:

Benzenepropanoic acid, b-(benzoylamino)-a-hydroxy-, 6,12b-
bis(acetyloxy)—12—(benzoyloxy)—2a,3,4,4a,5,6,9,10,11,12,12a,12b—
dodecahydro-4,11-dihydroxy-4a, 8,13, 13-tetramethyl-5-oxo-7,11-
methano-1H-cyclodecal[3,4]benz[1,2-b]loxet-9-yl ester, [2aR-

[2aa, 4b, 4ab, 6b, 9a (aR*,bS*),11a,12a,12aa,12ba]]-.

C47H5NOy,, Mol. Wt. 853.93.

RECORDS AND REPORTS: N/A

COMMENTS: Comments are described in the review item No.38.

CONCLUSIONS AND RECOMMENDATIONS:

The application is not approvable.

REVIEWER: Gil Kang DATE COMPLETED: Feb 28, 1998

KTPEARS THIS WAY
6 GRIGINAL
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CHEMISTRY REVIEW NO. 2

ANDA # 75-190

NAME AND ADDRESS OF APPLICANT

Bedford Laboratories
A Division of Ben Venue Laboratories, Inc.
270 Northfield Road
Bedford, Ohio 44146

LEGAL BASIS FOR SUBMISSION

See Review #1.

SUPPLEMENT (s) 6. PROPRIETARY NAME

N/A N/A
NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:

Paclitaxel N/A

AMENDMENTS AND OTHER DATES:

August 21, 1997  Original submission
November 20, 1997 Amendment (certifying that notice has been
provided to patent holder) ’

January 6, 1998 Bristol-Myers Squibb’s letter informing FDA that
a lawsuit has been filed against Ben Venue.
January 26, 1998 Amendment (categorical exclusion claim and

extraordinary circumstances)
February 5, 1998 Update of January 26, 1998 Amendment

March 26, 1998 Fax from Applicant requesting a telecon to
discuss several FDA identified deficiencies

April 14, 1998 Telecon responding to applicant’s
March 26, 1998 FAX

"May 6, 1998 New Correspondence (notification of patent
litigation)

May 11, 1998 New Correspondence (Re: Patent Certification and
revised Statement of Exclusivity)

June 3, 1998 New Correspondence (Re: Supplemental Patent
Certification)

September 17, 1998 BMS Letter (Copy of Supplemental Complaint
regarding alleged infringement of Patent)
February 5, 1999  FDA’s Microbiology Deficiencies to Applicant

March 12, 1999 New Correspondence (notification of filing of
Hatch/Waxman patent infringement actions)
*June 21, 1999 Amendment (Responding to FDA’s Deficiencies per

March 13, 1998 MAJOR amendment. Subject of this
1 .



10.

12.

13.

15.

16.

17.

review).
October 20, 1999 Amendment (Responding to Microbiology
Deficiencies)

PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Antineoplastic Rx

RELATED IND/NDA/DMF (s)

NDA 20=2R2 Rristol Mvers Sauibb

DMF St o A ISt o e S R g = S A o

DME  smommmes _ R

DMF o 5 ) e , 5 S = a e g
DOSAGE FORM 14. POTENCY

Injectable : 6 mg/mL

CHEMICAL NAME AND STRUCTURE

Paclitaxel. Benzenepropanoic ag¢id, 0O-(benzoylamino)-0O-hydroxy-,
6,12b-bis (acetyloxy)-12-(benzoyloxy) -

2a,3,4,4a,5,6,9,10,11,12,12a, 12b-dodecahydro-4, 11-dihydroxy-

4a,8,13,13~-tetramethyl-5-oxo-7,11-methano-1H-cyclodeca[3,4]benz[1,2-

bloxet-9-yl ester, [2aR-

[2a0, 40, 4a0, 60, 90 (OR*,08*) , 110,120, 12a0,12b0] ]-. C47Hs51NO74. 853.93.
33069-62-4. Antineoplastic. USAN 1995, page 499.

RECORDS AND REPORTS

N/A
COMMENTS

The applicant was asked to note and acknowledge the following:



18.

19.

1. Firms referenced in this ANDA should be in compliance with
current good manufacturing practices at the time of approval.

Response: The comment was acknowledged.

2. The microbiology section is under review and you will be
notified separately of any deficiencies.

Response: Comments from microbiology section were received
under separate cover.

3. Upon the resolution of the deficiencies of the method
validation indicated above, the analytical methods will need to
be validated by the FDA laboratories.

Response: The comment was acknowledged.
See item 38 of review for a listing of deficiencies.

CONCLUSIONS AND RECOMMENDATIONS

This ANDA is not approvable. Inform the applicant of deficiencies.

REVIEWER: DATE COMPLETED:
Shirley S. Brown October 27, 1999

APPEARS THIS WAY
ON ORIGINAL
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CHEMISTRY REVIEW NO. 3

ANDA # 75-190

NAME AND ADDRESS OF APPLICANT

Bedford Laboratories :
A Division of Ben Venue Laboratories,
270 Northfield Road
Bedford, Ohio 44146

Inc.

LEGAL BASIS FOR SUBMISSION

See Review #1.

SUPPLEMENT (s)

"N/A

NONPROPRIETARY NAME

Paclitaxel

6. PROPRIETARY NAME

N/A

8. SUPPLEMENT (s) PROVIDE(s) FOR:

N/A

AMENDMENTS AND OTHER DATES:

1997
1997

August 21,
November 20,

January 6, 1998

January 26, 1998

February 5, 1998
March 26, 1998

April 14, 1998
May 6, 1998
May 11, 1998
June 3, 1998
September 17, 1998

February 5, 1999
March 12, 1999

June 21, 1999

Original submission

Amendment (certifying that notice has been
provided to patent holder)

Bristol-Myers Squibb’s letter informing FDA that
a lawsuit has been filed against Ben Venue.
Amendment (categorical exclusion claim and
extraordinary circumstances)

Update of January 26, 1998 Amendment

Fax from Applicant requesting a telecon to
discuss several FDA identified deficiencies
Telecon responding to applicant’s:

March 26, 1998 FAX
New Correspondence
litigation)

New Correspondence (Re: Patent Certification and
revised Statement of Exclusivity)

(notification of patent

New Correspondence (Re: Supplemental Patent
Certification)
BMS Letter (Copy of Supplemental Complaint

regarding alleged infringement of Patent)
FDA’s Microbiology Deficiencies to Applicant
New Correspondence (notification of filing of
Hatch/Waxman patent infringement actions)
Amendment (Responding to FDA’s MAJOR
Deficiencies per March 13, 1998 NAL.

1



10.

12.

13.

15.

16.

17.

‘DMF

October 20, 1999 Amendment (Responding to Microbiology

Deficiencies)

*May 16, 2000 Amendment (Responding to FDA’s MAJOR
Deficiencies per December 8, 1999 FAX)

May 23, 2000 NC (re: labeling telecon)

June 16, 2000 Amendment (Microbiology) .

June 23, 2000 Amendment ' (Responding to telecon re: categorical
exclusion)

*August 30, 2000 Amendment (Stability data. Supplemental Patent

Certification responding to FDA telecon of
- August 15, 2000. Revised Exclusivity Statement
responding to FDA telecon of August 23, 2000.)

*subject of this review

PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Antineoplastic "Rx

RELATED IND/NDA/DMF (s)

NDA 20-262 Bristol Myers Squibb
DMF w I———— < s o A '
DMF —— » s 5 —

N—

DMF ———

DOSAGE FORM 14. POTENCY

Injectable 6 mg/mL

CHEMICAL NAME AND STRUCTURE

See review 1.

RECORDS AND REPORTS

N/A

COMMENTS

The applicant was asked to note and acknowledge the following:

1. The microbiologist's review of the October 20, 1999 submission
for sterility assurance is pending.

Response: The comment was acknowledged.’

2. The drug product is not official in USP 23. Methods Validation

2



18.

19.

will be requested following resolution of the testing issues.
Response: The comment was acknowledged.
3. Your response must also address the labeling deficiencies.

Response: The response to the labeling deficiencies is
included in this amendment.

See item 38 of review for a listing of deficiencies.

CONCLUSIONS AND RECOMMENDATIONS

This ANDA is not approvable. Inform the applicant wof deficiencies.

REVIEWER: DATE COMPLETED:
>Shirley S. Brown November 13, 2000

November 28, 2000 (revised)

APPEARS THI3 Wi
Ol GRIGINAL
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CHEMISTRY REVIEW NO. 4

ANDA # 75-190

NAME AND ADDRESS OF APPLICANT

Bedford Laboratories

A Division of Ben Venue Laboratories,
270 Northfield Road
Bedford, Ohio 44146

LEGAL BASIS FOR SUBMISSION

See Review #1.

SUPPLEMENT (s)

N/A

NONPROPRIETARY NAME

Paclitaxel

Inc.
6. PROPRIETARY NAME
N/A
8. SUPPLEMENT (s) PROVIDE (s) FOR:
N/A

AMENDMENTS AND OTHER DATES:

August 21, 1997
November 20, 1997

January 6, 1998

January 26, 1998

1998
1998

February 5,
March 26,

April 14, 1998
May 6, 1998
May 11, 1998
Juﬁe 3, 1998
September 17, 1998

February 5, 1999
March 12, 1999

June 21, 1999

Update of January 26,

Original submission
Amendment (certifying that notice has been
provided to patent holder)
Bristol-Myers Sguibb’s letter informing FDA that
a lawsuit has been filed against Ben Venue.
Amendment (categorical exclusion claim and
extraordinary circumstances)
1998 Amendment -~ T
Fax from Applicant requesting a telecon to
discuss several FDA identified deficiencies
Telecon responding to applicant’s
March 26, 1998 FAX :
New Correspondence
litigation)
New Correspondence (Re: Patent Certification and
revised Statement of Exclusivity)
New Correspondence (Re: Supplemental Patent
Certification) A
BMS Letter (Copy of Supplemental Complaint
regarding alleged infringement of Patent)
FDA’s Microbiology Deficiencies to Applicant
New Correspondence (notification of filing of
Hatch/Waxman patent infringement actions)
Amendment (Responding to FDA’s MAJOR
Deficiencies per March 13, 1998 NAL.

1

(notification of patent



10.

12.

13.

15.

16.

17.

October 20, 1999 Amendment (Responding to Microbiology

Deficiencies)

May 16, 2000 Amendment (Responding to FDA’'s MAJOR

: Deficiencies per December 8, 1999 FAX)
May 23, 2000 NC (re: labeling telecon)
June 16, 2000 Amendment (Microbiology)
June 23, 2000 Amendment (Responding to telecon re: categorical

exclusion) ‘ '

August 30, 2000 Amendment (Stability data. Supplemental Patent

Certification responding to FDA telecon of
August 15, 2000. Revised Exclusivity Statement

responding to FDA telecon of August 23, 2000.)
December 12, 2000 NC (Reguest telecon) :

*January 24, 2001 Amendment (Responding to FDA’s MAJOR
Deficiencies per December 8, 2000 Deficiencies)
*February 14, 2001 NC (Reclassifying the amendment as Minor)
*May 15, 2001 Telephone Amendment (responding to deficiency
per review #4. The deficiency was corresponded
. to applicant April 30, 2001 by telephone.)
*May 25, 2001 Telephone Amendment (responding May 25, 2001
- telecon.)

*subject of this review

PHARMACOLOGICAL CATEGORY 11. Rx oxr OTC

Antineoplastic Rx

RELATED IND/NDA/DMF (s)

NDA 20-262
DMF “~—
DMF ——
DMF ———

DMF —— e

DOSAGE FORM ' 14. POTENCY

Injectable 6 mg/ml, 5 mL, 16.7 mL, 50 mL.

CHEMICAL NAME AND STRUCTURE

See review 1.

RECORDS AND REPORTS

N/A

COMMENTS



The applicant was asked to note and acknowledge the following:

1. The microbiologist's review for the 50-mL container and the
June 16, 2000 submission for sterility assurance is pending.
Labeling and Bioequivalence reviews for the 50-m1 container are
also pending.

Response: The comment was acknowledged.

2. The review of your request for categorical exclusion per the
June 23, 2000 amendment is pending.

Response: The comment was acknowledged.

3. The drug product is not official in USP 23. Methods Validation
will be requested following resolution of the testing issues.

Response: The comment was acknowledged.
4. Your response must also address the labeling deficiencies.

Response: The labeling deficiencies are addressed in Part C of
this amendment.

5. Per the April 30, 2001 telecon, the applicant was asked to
‘ “Commit to resolve any MV issues per the MV report’.

Response: The commitment was made.

CONCLUSIONS AND RECOMMENDATIONS

The application is approvable. Pending - Updated EER. MVP has been
issued to Philadelphia.

REVIEWER: DATE COMPLETED:
Ss] ' @?¢hu——ég .00

. !U May 29, 2001

Shirley S. Brown March 28, 2001

April 11, 2001 (revised)

I- May 18, 2001 (May 15, 2001 Telephone
I% s Amendment)
/0 May 29, 2001 (May 25, 2001 Telephone
(gl's Amendment)
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CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

75-190

MICROBIOLOGY REVIEW



OFFICE OF GENERIC DRUGS
Microbiologists Review #1
November 18, 1998

1. ANDA: 75-190

APPLICANT: Bedford Laboratories
A division of Ben Venue
Laboratories, Inc.
300 Northfield Road
Bedford, Ohio 44146

2. PR NAMES : Paclitaxel Injection
3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 6 mg/ml in

5 ml (30 mg) and 16.7 ml (100 mg)vials, Single-dose
vials, Intravenous

4. ETHOD F STERILIZATION: —
5. PHARMACOLOGICATL CATEGORY: Antitumor Agent

1. DATE OF INITIAL SUBMISSION: August 21, 1997
Subject of this Review

2. DATE OF AMENDMENT: .
Amendment dated June 5, 1998. Supplemental patent
certifications for U.S. Patent 5,670,537 and
5,496,804.
Amendment dated May 12,1998. Patent
Certification for U.S. patent 5,670,537, 5,496,804
and revised Statement of Exclusivity.
Amendment dated Feb. 10, 1998. Environmental
Assessment statement.

3. IATE : DMF ~ DMF « __—
DMF ~ DMF ——— DMF —— DMF
4. ASSIGNED FOR REVIEW: 10/26/98

KS: : o .




ANDA 75-190 Microbiologist's Review # 1

D.

ccC:

CONCLUSIONS: The submission is not recommended for
approval on the basis of sterility assurance. Specific
comments are provided in "E. Review Notes" and a
Microbiologist's draft of deficiencies to be provided
to the Applicant found at the end of the review.

ISI 12|22 148

~ Twnne A. Ensor, Ph.D.

/S/ ,zlsi/?ﬁ

Original ANDA

Duplicate ANDA

Division Copy

Field Copy

Drafted by L. Ensor, HFD 640 x:wp\mifgpgev\75190
Initialed by M. Fanning, P. Cooney D‘/.l/gﬁﬁ

APPEARS THIS way
ON ORIGINAL

Page 2
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OFFICE OF GENERIC DRUGS, HFD-620

Microbiologists Review #2
May 17, 2000

1. ANDA: 75-190

APPLICANT: Bedford Laboratories
A division of Ben Venue Labs., Inc.
300 Northfield Road
Bedford, Ohio 44146

2. PRODUCT NAMES: Paclitaxel Injection

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 6 mg/ml in 5
ml (30 mg) and 16.7 ml (100 mg)vials, Single-dose
vials, Intravenous

4. METHOD OF STERILIZATION:

5.  PHARMACOLOGICAL CATEGORY: Antitumor Agent
1. DATE OF INITIAL SUBMISSION: August 21, 1997
2. DATE OF AMENDMENT: October 20, 1999

Subject of this Review (Received October 21, 1999)

3. RELATED DOCUMENTS: none
4. ASSIGNED FOR REVIEW: May 5, 2000

REMARKS: The subject amendment provides responses to the
microbiology deficiencies provided to the applicant
September 24, 1999.

CONCLUSIONS: The submission is not recommended for
approval on the basis of sterility assurance. The

B S N Rl

o

. AT

S Specific comments are providea in "E.
Review Notes" and a Microbiologist's draft of deficiencies
to be provided to the Applicant found at the end of the

review. ig;’
1
5/l
Tynne A. Ensor, PH:B.

Original ANDA

Duplicate ANDA

Division Copy

Field Copy

Drafted by L. Ensor, HFD
Initialed by M. Fanning %%3

s/19[ev

7:microrev\75190a
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OFFICE OF GENERIC DRUGS, HFD-620 B
Microbiologists Review #3
December 13, 2000

1. ANDA : ' 75-190

APPLICANT: Bedford Laboratories
A division of Ben Venue Labs., Inc.
300 Northfield Road
Bedford, Ohio 44146

2. PRODUCT NAMES: Paclitaxel Injection

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 6 mg/ml in 5
ml vial (13mm, 30 mg/vial), 16.7 ml in 20 cc vials
(13mm, 100 mg/vial) and 48 mL (20mm, 290 mg/vial) in
50 cc vials MULTIPLE-dose vials, Intravenous

4. METHOD OF STERILIZATION: —_—
5.  PHARMACOLOGICAL CATEGORY: Antitumor Agent
1. DATE OF INITIAL SUBMISSION: August 21, 1997
2. DATE OF AMENDMENTS: October 20, 1999

May 16, 2000
Subject of this Review (Received May 17, 2000)

June 16, 2000
Subject of this Review (Received June 19, 2000)

3. RELATED DOCUMENTS: none
4. ASSIGNED FOR REVIEW: December 6, 2000

REMARKS: The first subject amendment (5/16/00) is an
amendment for chemistry and labeling deficiencies.
However, a microbiology review was prepared because the
amendment contained Antimicrobial Preservative
Effectiveness Test data and provides for the addition of a
50 mL dosage form.

The second subject amendment (6/16/00) provides
responses to the microbiology deficiencies provided to the
applicant May 23, 2000. A telecon held with the applicant
6/16/00 is also referenced in the amendment .

CONCLUSIONS: The submission is recommended for

approval on the basis of sterility assurance. Specific
comments are provided in "E. Review Notes'.

(2] W/eij
Lynne‘stinsor,

180l




ANDA 75-190 Microbioclogist’s Review #3

CcC:

Original ANDA

Duplicate ANDA

Division Copy

Field Copy

Drafted by L. Ensor, HFD 600 v:microrev\75190a2

Initialed by A. High

APPEARS THIS way
ON ORIGINAL
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CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

75-190

BIOEQUIVALENCE REVIEW



Paclitaxel Injection, 6 mg/mL Bedford Laboratories

5 mL, 16.7 mL and 50 mL Vials Bedford, Ohio
ANDA #75-190 Submission Date:
Reviewer: Moheb H. Makary May 16, 2000

W. 75190W.500

Review of a Waiver Reqguest

I. Objective:

The firm has requested a waiver of in vivo bioceguivalence
study requirements for its product Paclitaxel Injection, 6
mg/mL, 50 mL vial. This represents the addition of a new
dosage to this unapproved application. The reference listed
drug is Taxol® Injection, 6 mg/mL, manufactured by Bristol-
Myers Squibb. Paclitaxel Injection is a clear colorless to
slightly yellow viscous solution. It is supplied as a
nonaqueous solution intended for dilution with a suitable
parenteral fluid prior to intravenous infusion.

Paclitaxel is a natural product with antitumor activity.
Taxol® (paclitaxel) is obtained via a semi-synthetic process
from Taxus baccata.

Taxol® is available in 30 mg (5 mL), 100 mg (16.7 mL) and
300 mg (50 mL) multidose vials. Each mL of sterile
nonpyrogenic solution contains 6 mg paclitaxel, 527 mg of
purified Cremophor® EL (polyoxyethylated castor oil) and
49.7% (v/v) dehydrated alcohol, USP.

I1I. Background:

On August 21, 1997, Bedford submitted a request for a
waiver of in vivo study requirements to the Division of
Bioequivalence for its Paclitaxel Injection, 6 mg/mL; 5 mL
and 16.7 mL vials. The information submitted by the firm
demonstrates that Paclitaxel Injection, 6 mg/mL; 5 mL and
16.7 mL vials falls under 21 CFR 320.22 (b) (1). The waiver
of in vivo study requirements for Bedford’'s Paclitaxel
Injection, 6 mg/mL; 5 mL and 16.7 mL vials, was granted
(review dated December 31, 1997).



III. Formulation: (Not to be released under FOI)

The formulations of Bedford’s Paclitaxel Injection and
Bristol-Myers Squibb’s Taxol® Injection, 6 mg/mL; 5 mL,
16.7 mL and 50 mL vials are shown below:

Listed Drug Proposed Drug
Taxol®
Paclitaxel 6 mg/mL Paclitaxel 6 mg/mL
Cremopher® EL-P 527 mg/mL Cremopher® EL-P 527 mg/mL

Dehydrated Alcohol 49.7%(v/v) - Dehydrated Alcohol 49.7% (v/Vv)

IV. Comments:

1. The active and inactive ingredients and their
concentrations for the test product are the same as those
~of the innovator’s Taxol® Injection 6 mg/mL; 5 mL, 16.7 mL
and 50 vials, manufactured by Bristol-Myers Squibb.

2. Waiver of in vivo bicequivalence study requirements may
be granted based on 21 CFR 320.22(b) (1).

V. Recommendation:

The Division of Bioequivalence agrees that the information
_submitted by Bedford Laboratories, demonstrates that
Paclitaxel Injection, 6 mg/mL; 50 mL vial falls under 21
CFR 320.22 (b) (1). The waiver of in vivo bioequivalence
study for the test product is granted. From the
bioequivalence point of view, the Division of
Bioequivalence deems the test injectable formulation 6
mg/mL; 50 mL vial, to be bioceguivalent to Taxol® Injectable,
6 mg/mL; 50 mL vial, manufactured by Bristol-Myers Squibb.

The firm ngjfd be informed of the above recommendation.

Moheb H. Makary, Ph.D.

Division of Bioequivalepc

Review Branch III /:;i\\ab\
n

RD INITIALLED BDAVIT /~ /S /

FT INITIALLED BDAVIT Date: !/ IOIO\

Concur: _ /g;/ - Date: ;IJI(Loo’

Dale P. Conner, Pharm.D.
Director

Division of Biocequivalence




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # :75-190 SPONSOR : Bedford Laboratoriés
DRUG AND DOSAGE FORM : Paclitaxel Injection, 6 mg/mL
STRENGTH(S) : 6 mg/mL, 50 mL vial

TYPES OF STUDIES : Amendment

CLINICAL STUDY SITE(S) : N/A

ANALYTICAL SITE(S) : N/A

STUDY SUMMARY : The waiver is granted |
Dissolution: N/A

DSI INSPECTION STATUS
Inspection needed: Inspection status: Inspection results:
First Generic __ Inspection requested: (date)
New facility Inspection completed: (date)
For cause.
other -

PRIMARY REVIEWER :  Moheb H. Makary, Ph.D.  BRANCH:3

’f’

mNTAL: | 45 DATE: t|alo |

TEAM LEADER ' c
|9

Parbara M. Davit, Ph.D. BRANCH : 3
1]
INITIAL : _ DATE: | (10\r

DIRECTOR, DIVI%ION OF BIPEQUIVALENCE : DALE P. CONNER, Pharm. D.

INITIAL : i ~—DATE: | l 1 l 00|




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA/AADA # 75 /90 SPONSOR: BelLerdl L
DRUG: "p&LC ( /Ta )(,e/ :

DOSAGE FORM: TnTefisn .
SIRENGTE(s): ¢ onglonle | S opl .,/ (6-7 Vials
TYPE OF STUDY: Singie/Multipie Vs
STUDY :

SITE v~

Fastng/Faz

STUDY SUMMARY.

Lo 1Y £r L9 jfm fz/7-4‘7/ M//“//

1 L2%0 22(ypy QG-

DISSOLUTION- s P
PRMARY REVIEWER.: Mty A m”’b/ BRANCE: —z—
INITIAL: S DATE: (2 /22/5
BRANCE C=i==. SRANCE.
INITIAL: \/ Si DATE: >/2/z_34/7'
DIRECTOR

DIVISION OF BIOEQUIVALENCE
INTTTAL: | 5_’ -

DATE: /%é§/¢ Ve

DIRECTOR
OFF:CE OF GENERIC DRUGS

INTITIAT: DAT=:




paclitaxel Injection, 6 mg/mL Bedford Laboratories

5 mL and 16.7 mL Vials Bedford, Ohio
ANDA #75-190 Submission Date:
Reviewer: Moheb H. Makary August 21, 1997

WP. 75190W.897

Review of a Waiver Reqguest

I. Objective:

The firm has requested a waiver of bioequivalence study
requirements for its product Paclitaxel Injection, 6 mg/mL; 5 mL
and 16.7 mL Vials. Innovator product is Taxol® Injection 6 mg/mL;
5 mL and 16.7 mL Vials, manufactured by Bristol-Myers Squibb.
paclitaxel Injection ig a clear colorless to slightly yellow
viscous solution. It 1is supplied as a nonagueous solution
intended for dilution with a suitable parenteral fluid prior to
intravenous infusion. TaxolR is available in 30 mg (5 mL) and 100
mg (16.7 mL) single-dose vials. Each mL of sterile nonpyrogenic
solution contains 6 mg paclitaxel, 527 mg of Cremophor EL
(polyoxyethylated castor oil) and 49.7% (v/v) dehydrated alcohol,
USP. Paclitaxel is a natural product with antitumor activity.
Taxol® (paclitaxel) 1s obtained via a semi-synthetic process from
Taxus baccata.

II. Formu ion: (Not to be released under FOI)
The formulations of Bedford’s Paclitaxel Injection and Bristol-

Myers Squibb’s Taxol® Injection, 6 mg/mL; 5 mL and 16.7 mL Vials
are shown below:

Listed Drug Proposed Drug
TaxolF
Paclitaxel, 6 mg/mL Paclitaxel, 6 mg/mL
Cremopher® EL, 527 mg/mL Cremophex® EL, 527 mg/mL

Dehydrated Alcohol, 49.7%(v/Vv) Dehydrated Alcohol, 49.7%(v/V)

ITII. Comments:

1. The active and inactive ingredients and their concentrations
for the test product are the same as those of the innovator's
Taxol® Injection 6 mg/mL; 5 mL and 16.7 mL Vials, manufactured by



,,,,,

Bristol-Myers Squibb.

2. Waiver of in vivo bioequivalence study requirements may be
granted based on 21 CFR 320.22(b) (1) .

I1V. Recommendation:

The Division of Bioequivalence agrees that the information
submitted by Bedford Laboratories, demonstrates that Paclitaxel
Injection, 6 mg/mL; 5 mbL and 16.7 mL Vials falls under 21 CFR
320.22 (b) (1) . The waiver of in vivo bioeguivalence study for the
test product is granted. From the bioequivalence point of view,
the Division of Bioequivalence deems the test injectable
formulation 6 mg/mL; 5 mL and 16.7 mL Vials to be biocequivalent
to TaxolR Injectable, 6 mg/mL; 5 mL and 16.7 mL Vials,

manufactured by Bristol-Myers Squibb.

The firm should be informed of the above recommendation.
3l
| —

Moheb H. Makary, Ph.D.

Division of Bioeguivalence
Review Branch III

RD INITIALLED RMHATREc— J% l L. ‘
FT INITIALLED RMHATRE _ - _{ . . Jate: ‘i—/’iﬁ/‘ﬁ]

Dale Pticéﬁner, Pharm.D.

Director
Division of Bioequivalence

Concur:

Date: /2/3’,/7 7

Mmakary/ll-l7—97, 12-23-97 wp 75190W.897
cc: ANDA #75-190, original, HFD-658 (Makary) , Drug File, Division
File.
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA/AADA: 75-190 APPLICANT: Bedford Laboratories
DRUG PRODUCT: Paclitaxel Injection, 6 mg/mL; 50 mL Vial

The Division of Bioequivalence has completed its review and
has no further questions at this time.

Please note that the bioequivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews
may result in the need for additional biocequivalency
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

I_ /'
Dale P. Conner, Pharm. D.
Director, Division of Bioequivalence

Office of Generic Drugs
Center for Drug Evaluation

APPEARS THIS way
ON ORIGINAL



/l/

BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA/AADA: 75-190 APPLICANT: Bedford Laboratories

DRUG PRODUCT:Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL
Vials

The Division of Rioequivalence has completed its review and has no
further questions at this time.

please note that the pioequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please. be
advised that these reviews may result in the need for additional
biocequivalency information and/or studies, or .may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

. Dale P. Conner, Pharm.D.
Director, Division of Bioeguivalence
Office of Generic Drugs
Center for Drug Evaluation and Research

7~



CcC: ANDA #75190
ANDA DUPLICATE
DIVISION FILE
BIO DRUG FILE

FIELD COPY

Endorsements: (Draft and Final with Dates) _
HFD-658/Reviewer Moheb Makary T ll!ng;//" ’l
HFD-658/Bio Team Leader Ramakant Mhatre 17 °° f%ﬂ.zg/?
HFD- /Project Manager Nancy Chamberlin ' 7

HFD-600/Division 8ign Off Rabindra Patnaik "/’g/¢/3//47

X: \NEW\FIRMSAM\BEDFORD\LTRS &REV\75190W.897

BIOEQUIVALENCY - ACCEPTABLE

WAIVER (WAI) Strengths: _—6ma/m! (5 ml and 16.7 ml vials)
0utcome@ IC UN NC

Outcome Decisions:

AC - Acceptable UN - Unacceptable (fatal flaw)

NC - No Action IC - Incomplete
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OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North I1
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: Bedford Laboratories PHONE: (440)232-3320
A Division of Ben Venue Laboratories,
Inc. ’
ATTN: Shahid Ahmed FAX: (440) 232-2772

FROM: Michelle Dillahunt PROJECT MANAGER (301) 827-5848
Dear Sir:

This facsimile is in reference to your abbreviated new drug application dated August 21, 1997, submitted
pursuant to Seetion 505(j) of the Federal Food, Drug, and Cosmetic Act for Paclitaxel Injection, 6 mg/mL,
5 mL and 16.7 mL vials.

Reference is also made to your amendment(s) dated June 21, 1999,

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons

a1
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Chemistry Commenta to be Provided to the Applicant

ANDA: 75-190 APPLICANT: Redford Laboratories, Inc.

DRUG PRODUCT: Paclitaxel Injection, 6 mg/mL

The deficiencies presented below represent MAJOR deficiencies.

A. Deficiencies:

1. bDrug Master File =T for the active ingredient is
deficient. The Drug Master Holder has been notified.

2. The specifications for the drug substance are not
acceptable. We acknowledge your statement that (1) you
are in the process of revising current specifications and
test methods to include the individual chemical names and
limits for the known impurities and (2) following updating
the specifications and test method, the application will
be amended. Please provide this information.

3 - Y ou e e e e et s

supporting this ANDA in order to compensate for out of

No investigation/discussion is provided as to why there
was a failure in the first place. The —
T A and is not acceptabl
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é DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

ANDA 75-190 Rockville MD 20857

MEMORANDTUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE : July 27, 2001
FROM: Gary J. Buehler ISI "—7/210/
Director 1

Office of Generic Drugs

SUBJECT: ANDA 75-190, Bedford Laboratories, Inc.
(Bedford) ,Paclitaxel Injection

TO: The Record

These are the facts underlying the approval of ANDA 75-190,
paclitaxel injection, an ANDA submitted by Bedford Laboratories
on August 21, 1997, and the record upon which the decision to

approve the ANDA was based:

ANDA 75-190 seeks approval of a generic version of paclitaxel,
the brand name of which is Taxol, a drug manufactured by Bristol
Myers Squibb (BMS). ANDA 75-190 was received by FDA on August

25, 1997.

On July 21, 1997, BMS listed patent 5,641,803 (patent '803) with
FDA, on August 29, 1997, BMS listed patent 5,496,804 and on

October 9, 1997, BMS listed patent 5,670,537 (patent ‘'537) with

Food and Drug Administration
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the agency, asserting that these patents cover Taxol. Bedford
filed PIV certifications to patents ‘803, ‘804 and ‘537, claiming
the patents were invalid, unenforceable, or not infringed. See 21
U.S.C. § 355(3) (2) (A) (vii) (IV); 21 C.F.R. §
314.94(a)(12)(i)(A)(4). Because Bedford was sued by BMS within
45 days of giving BMS notice of its paragraph IV certifications,
approval of Bedford’s ANDA was stayed for 30 months, pursuant to
21 U.S.C. § 355(3) (5) (B) (iii) . Bedford did not provide proof of
notification for the ‘537 patent and the ‘'804 patent to the
Agency. Therefore, the Agency based the 30-month stay of approval
of Bedford’s ANDA beginning from July 17, 1998, the date that BMS
filed a supplemental complaint against Bedford (Civil Action No
97cv6050), United States District Court of New Jersey. The Agency

considers the 30 months to have expired on January 17, 2001.

On August 1, 2000,_the Patent and Trademark Office issued a new
patent to American Bioscience Inc. (ABI), U.S. Patent Number
6,096,331 (the '331 patent). ABI claimed that this patent

covered BMS's Taxol product.

On August 11, 2000, ABI obtained a temporary restraining order

(TRO) from a district court in California directing BMS to list
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the patent with FDA in Approved Drug Products with Therapeutic
Equivalence Evaluations (the Orange Book). That order stated
that, should ABI fail to prevail in the underlying litigation,
BMS would be required to take all steps necessary to delist the

“

patent.

On August 11, 2000, BMS listed the patent in the Orange Book
pursuant to the court order. This was an extremely unusual
condition for patent listing and the first time it was requested

that a patent be listed pursuant to a court order.

On August 30, 2000 Bedford submitted a Paragraph I certification
to the ‘331 patent. See 21 U.S.C. § 355(3) (2) (A) (vii) (I); 21
C.F.R. § 314.94(a) (12) (i) (A) (1) . This certification was

incorrect. The effect of this submission is discussed below.

On September 7, 2000, the district court in California dissolved
the TRO, dismissed ABI's complaint, and ordered BMS to delist the
'331 patent from the Orange Book to restore the status quo. The

court stayed its order until September 13, 2000.
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BMS submitted another listing for the patent on September 11,
2000. This listing made no mention of the original court -ordered

August 11, 2000, listing.

In its September 7, 2000 Order, the California district court
recommended that FDA “toll the period in which BMS may timely
cause such listing.” OGD did not follow this recommendation for
four reasons: (1) FDA was not a party to the California
litigation in which the order was issued, and therefore, FDA's
views were not presentéd to the court nor did the court have
jurisdiction over the agency; (2) the 30-day time period is a
statutory limit for timely submission, and it is not clear that
the agency has the authority to extend that period; rather FDA
believes that the 30 day period represents a Congressional
determination that 30 days is sufficient; (3) even if the agency
did have the authority to toll the deaaline, it would set an
undesirable precedent that future holders of pioneer applications
could use to try to obtain extensions of the 30 day period,
thereby blocking the approval of generic applications; and (4)
the agency saw no reason why BMS could not have voluntarily

listed the ‘331 patent within 30 days of its issuance if BMS
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thought the listing was appropriate under the Federal Food, Drug,

and Cosmetic Act.

On September 14, 2000, BMS submitted a letter to FDA to comply
with the court order to delist the patent. The letter states
“BMS hereby withdraws the Original Listing to the extent that

listing was compelled by the TRO.”

Because the court order directing BMS to submit the patent to FDA
was dissolved, and BMS withdrew the original submission made
pursuant to the TRO, FDA considered BMS’s first submission of the
patent on August 11, 2000, to be without effect. The September
11, 2000 submission by BMS was given effect. However, patents
must be listed with FDA within 30 days of their issuance. See 21
U.S.C. § 355(c) (2). An FDA regulation, the “late-listing
regulation,” direcfly.applies to patents submitted to FDA more
than 30 days after they are issued. 21 C.F.R. §
314.94 (a) (12) (vi). That regulation provides that pending ANDAs
need not certify to patents that are listed beyond the 30-day
interval set out in the statute. Here, because BMS withdrew the
August 11 listing, the only listing remaining for the '331 patent

was the September 11 listing, which was submitted more than 30
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days after the patent’s August 1, 2000, issuance, and was

therefore, untimely.

On December 14, 2000, BMS listed an additional patent in the
Orange Book. U.S. Patent Number 6150398 ('398) is a use patent
identified by the patent use code U-380 in the Orange Book. U-
380 is for “combinations of Taxol (paclitaxel)and cisplatin which
are suitable for the treatment of ovarian and non-small cell lung

carcinomas.”

On April 21, 2001, the 180-day generic drug exclusivity period
granted to ANDA 75-184, Baker Norton, paclitaxel injection,

expired.

On May 30, 2001, Bedford submitted a method of use statement to
the '398 patent puisuant to 21 C.F.R.§ 314.94(a) (12) (iid)
indicating that they were not claiming the use covered by the

‘398 patent.

On June 8, 2001, Bedford amended their patent certification to

the '331 patent to state that the patent was not timely filed
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pursuant to 21 CFR 314.94(a) (12) (vi), and requested full approval

of this ANDA.

OGD has resolved all the scientific and technical issues related

to the approval of ANDA 75-190

The 30 month stay had expired for patents '803, ‘804, and ‘537.
Patent ‘398 was addressed by a method of use statement pursuant

to 21 C.F.R. § 314.94(a) (12) (iidi).

With respect to the Paragraph I certification to the '331 patent,
Bedford argues in a July 2, 2001 letter from counsel Marty Pavane
to OCC attorney Annamarie Kempic that its ANDA should be approved

under the late-listing regulation for three reasons:

1. The U.S. District Court has held that the '331 patent
was not listed within the thirty day statutory period and,
therefore, Bedford is entitled to the benefit of this holding,
especially in light of agency's approval of another generic under

the late-listing regulation (Zenith Goldline).
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2. The late listing regulation applies only to listings
concerning other patents, not the patent that is the trigger for

the application of the regulation.

3. Bedford could not find the listing when it searched the
online and hard copy versions of the Orange Book on August 15,

2000.

The late-listing regulation states the following:
If a patent on the listed drﬁg is issued and the holder
of the approved application for the listed drug does
not submit the required information on the patent
within 30 days of issuance of thé patent, an applicant
who submitted an abbreviated new drug application fdr
that drug that contained an approp;iate patent
certification before the submission of the patent
information is not required to submit an amended
certification.

21 C.F.R. § 314.94(a) (12) (A) (emphasis added).

At issue here is whether the Paragraph I certification that

Bedford filed precludes the application of the late listing
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regulation to its ANDA, in that the Paragraph I certification

would not be an "appropriate" certification.

While Bedford is correct in stating that the district court has
determined that the '331 patent was late listed, the court's
holding in and of itself.does not compel the approval of the
Bedford ANDA. Rather, the issue is whether RBedford needs to file

a certification to the '331 patent.

The fact that the district court did find that the patent was
late-listed, however, is significant in that‘it supports the
application of the late-listing regulation to other generic
applicants who had "appropriate" certifications at the time of
the September 11 listing. The district court found that FDA was
not arbitrary and capricious in finding that the August 11
listing was null, in that the district court in California never
had the authority to issue the order and, therefore, BMS's TRO-
compelled listing was without effect. Particularly compelling in
this regard is the fact that BMS clearly had its own doubts about
the validity of the August 11 listing; there is no other
eXplanation for its September 11 listing. In addition, BMS could

have listed voluntarily before August 31, and plainly chose not
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to do so. Therefore, the fact that the valid listing is that of
September 11, rather than August 11, is clearly'supported by the

agency record and by the district court's holding.

The next step, then, is to assess what effect, if any, the
Bedford Paragraph I certification should play. Bedford should be
treated consistently with the other generic applicants, but
‘patent—holder ABI should not be prejudiced. Bedford's contention
that it could not find evidence of a "listing" in the on-line or
hard copy of the Orange Book and, therefore; its Paragraph I
listing should be viewed as appropriate, is wrong. The
applicable regulation, 21 C.F.R § 314.53(d) (5), clearly states
that a listing is deemed to be effective when it is received by
FDA. This accounts for delays in publishing and transcribing
information. Given the clear language of the regulation, and the
fact that FDA notified Bedford of a new listing on August 15,
2000, and the fact that at least two other generic applicants
filed Paragraph IV certifications — Bedford is plainly incorrect

in defending its Paragraph I listing on this grounds.

Bedford's remaining argument, that the late listing regulation

should not be applied to the patent that is the trigger for the

10
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application of the regulation is, however, more compelling. vThis
is the first time that a court has ordered a picneer to list a
patent. The tenuous wording of the August 11 court order
(stating that the patent should be immediately delisted if
patent-holder ABI failed to prevail in its lawsuit), as well as
jurisdictional questions that surfaced almost immediately, caused
an unprecedented situation with respect to pending ANDAs. FDA
views the August 11 listing as null from the time it was issued,
and the district court has supported the agency's view.
Moreover, that fact that Bedford may have made a mistake, coupled
with the uncertainty written into the Augﬁst 11 court order, the
obvious reluctance of BMS to list, and the jurisdictional
challenges to the order, should not prejudice its product.
Because the August 11 listing is null, the only valid listing is
the September 11 listing, and that listing is beyond the 30 day
time period set out in the FDCA. Therefore, under the late-
listing regulation, pending ANDA applicants are not réquired to
certify to that patent. Because Bedford is not required to file
any certification, its Paragraph I certification should nof

impede application of the late listing regulation.

11
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To find otherwise would be illogical, for the trigger for the
certification (the August 11 TRO-ordered listing) was later found
to be invalid. In the typical, orderly listing process, the
patent that triggers the applicaﬁion of the late-listing
regulation has not, by definition, yet béen listed. It cannot,
therefore, affect the application of the late-listing regulation.
Because the August 11 listing is without effect, it cannot

trigger obligations that would not otherwise exist.

This interpretation is consistent with FDA analysis concerning
the BNP approval and ABI's challenge to the application of the
late-listing regulation, and is consistent with the agency's
approach to other, similarly situated, generic appiicants.
Moreover, given the unique factual circumstances giving rise to
this case, it is doubtful that another patent will act as both
'trigger for the application of the late-listing regulation and
the actual listed patent. While ABI may contend that an
incorrect paragraph citation results in a "inappropriate"
certification, that argument does not hold up under the facts in
this case, for that would mean that the same patent would be late

listed and timely listed and both cannot be true. Moreover, a

12
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triggering event that is later found to be void should not impose

obligations which would not independently exist.

ABI may contend that the listing was "continued and continuous"
and, therefore, "validates" the August 11 listing, requiring all
other generic applicants to file paragraph IV certifications.
Given the tentative wording of the August 11 court order, the
fact that BMS itself acted in a manner inconsistent with a belief
that the August 11 listing was valid, and, most importantly, the
district court's support of FDA's conclusion that the August 11
listing is not valid, FDA does not view the August 11 listing as
imposing any obligations on Bedford or any other generic

applicant.

ABI also may contend that it is prejudiced in that it did not
have an opportunity to sue Bedford for patent infringement
following a paragraph IV certification. This contention falls
short for two reasons: first, Bedford could have (even under
ABI's analysis) "appropriately" filed a Paragraph III
certification, which does not carry a trigger for litigation. Or
they could have filed no certification at all until the status of

the patent listing was resolved, as was the case with Mylan. ABI

13
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cannot, therefore, state with any certainty that it has been
deprived of a right to pursue patent litigation against Bedford.
Second, ABI could still bring suit against Bedford and, if
successful, would be eligible for treble damages, so ABI plainly
is not without remedy. Finally, Bedford should be treated no
worse than other applicants with pending ANDAs at the time of the
September 11 listing, and none of those applicants were'compelled
to file a Paragraph IV certification and raise the potential for
a significant delay in approval while awaiting the resolution of
patent litigation. In addition, as has been revealed in the ABI
litigation against FDA, the transcript of the proceedings in the
district court in California make clear that ABI - far from
propelling the TRO proceedings along - acted in a manner that
further delayed the ultimate resolution of the court's
jurisdiction and voluntarily chose to have that issue resolved

after the August 31 deadline for listing the '331 patent.

Given that Bedford's Paragraph I certification was unnecessary to
begin with, non-prejudicial to ABI, triggered by an.invalid
listing pursuant to a subsequently dismissed order by a court
without jurisdiction, holding Bedford to an added obligation of

filing a Paragraph IV certification is unnecessary under the law

14
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and harmful to Bedford, while treating other pending ANDA
applicants in a more favorable fashion. For the reasons
discussed above, FDA does not believe that ABI is prejudiced by

Bedford's approval.

All of the scientific and regulatory issues have been resolved
for Bedford’s ANDA 75-190, and it is otherwise ready for
approval. Therefore, it is OGD's view, based upon the facts
outlined above that Bedford ANDA's, 75-190, paciitaxel injection,
may be approved under the late-listing regulation, 21 C.F.R.

§ 314.94(a) (12) (7).

APPEARS THIS WAY
ON ORIGINAL

15
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

'ANDA Number: 75-190 Date of Submission: June 21, 1999
Applicant's Name: Bedford Laboratories

Established Name: Paclitaxel Injection, 6‘mg/mL
Labeling Deficiencies:
1. CONTAINER (5 mL and 16.7 mL vials)

a. Please note that the statement MUST BE DILUTED PRIOR TO
IV USE must appear in red in accord with the reference
listed drug’s labels and labeling.

2. CARTON (1 x 5mL and 1 x 16.7 mL vials)
See comments under CONTAINER.

3. INSERT

Due to changes in the insert labeling of the reference
listed drug, TAXOL® (Bristol-Myers Squibb; approved January
8, 1999), please revise your insert labeling to be in accord
with the enclosed copy of this labeling. In addition, please
update your Patent Certification and Statement of
Exclusivity. '

Please revise your container labels, carton and insert labeling,
as instructed above, and submit 12 copies of final printed
container labels along with 12 copies of final printed carton
labeling and 4 copies of draft insert labeling. :

Please note that we reserve the right to request further changes
in your labels and/or labeling based upon changes in the approved
labeling of the listed drug or upon further review of the
application prior to approval.




To facilitate réview of your next submission, and in accordance
with 21 CFR 314.94(a) (8) (iv), please provide a side-by-side
comparison of your proposed labeling with your last submission
with all differences annotated and explained. '

/8/

Robert /L. West, M.S., h.
. » Dirlegtor -
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research

pPEARS THIS WAY
¥ ON ORIGINAL




REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-190 Date of Submission: May 16, 2000
Applicant's Name: Bedford Laboratories
Established Name: Paclitaxel Injection, 6 mg/mL
Labeling Deficiencies: o
1. CONTAINER (5 mL, 16.7 mL and 50 mL vials) - Delete the word e from the established
. name of this product.
2.. CARTON (1x5mL,1x16.7 mL, and 1 x50 mL vials) - See comments under CONTAINER.
3. INSERT
a. BOXED WARNINGS - Revise the first sentence of paragraph two of this section to read as
foliows: ‘

_..less than 1500 cells/mm? and should not be given to patients with AIDS-related Kaposi's
sarcoma if the baseline neutrophil counts of less than 1000 cells/mm?®.

NOTE: We acknowledge you are not seeking approval for Kaposi’s sarcoma. However, it is
possible that patients may have a concurrent disease state for which paclitaxel is indicated,
therefore, as a matter of safety, please include this information.

b. CONTRAINDICATIONS - Revise the last sentence of this section to read as follows:

...of 1500 cells'/mm®or in gatients with AIDS-related Kaposi's sarcoma with baseline neutrophil
counts of <1000 cells/mm"~,

c. PRECAUTIONS (Hepatic) — Delete the word * ~ from the first sentence of this subsection.

d. ADVERSE REACTIONS- Include the following to appear just before the subsection heading
“Second-Line Ovary”. In addition, BOLD this heading.:

Disease Specific Adverse Event Experiences

e. ADVERSE REACTIONS (Adverse Event Experiences by Body System). Include the following to
appear as sentence three of this subsection: —

In addition, rare events have been reported from postmarketing expérience or from other clinical
studies.

f. ADVERSE REACTIONS (Other Clinical Events)- Include the following to appear as the last
sentence of this subsection:

Reports of asthenia and malaise have been received as part of the continuing surveillance of
paclitaxel safety.

4. PATIENT INFORMATION LEAFLET - Satisfactory as of May 16, 2000 submission.

Please revise your container labels, carton and insert labeling, as instructed above, and submit 12 copies of

final printed container labels along with 12 copies of final printed carton labeling and 4 copies of draft insert
iabeling.

Please note that we reserve the right to request further changes in your labels and/or labeling based upon
changes in the approved labeling of the listed drug or upon further review of the application prior to
approval.



To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide
i a side-by-side comparison of your proposed labeling with your last submission with all differences
- annotated and explained.

Ditision of Labeling and Program Support
ffice of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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ANDA NUMBER 75-190
FIRM: Bedford Labotatories
DOSAGE FORM: Injection
STRENGTH: 6 mg/ml
DRUG: = Paclitaxel

CGMP STATEMENT/EIR UPDATE STATUS: Acceptable 5/14/99.
Update - Acceptable as of 6/1/01.

BIO STUDY: The waiver of an in vivo bicequivalence study for the
: drug product was granted per the Division of
Bioeguivalence for the 5 ml vial and 16.7 ml vial on
'12/13/97 and for the 50 ml vial on 1/11/01.

METHODS VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):

MV is pending - . —  Per RECEIPT OF SAMPLES
statement, the lab received the samples on 5/1/01. ’

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION? Yes except for the crimp seals.

———— e . Commercial batches will use blue
ones.
5 ml and 16.7 ml

Component Item ID No. Type Manufacture DMF No. BVL RM #
r/supplier

— DMF

————

R ' DMF : _—




[ _ - C— DMF =~ S
TN D—
——
1
50-mL
Component Item ID No. | Type Manufactu | DMF No. BVL RM #
’ rer/Suppl
ier
_ I L e— DMF ~— —_
— e )
[
—_— L — —T—— DMF — —_—
T —
— — o
)
Data are provided for exhibit lots:
5-ml vial: lot 818-44-216718
16.7-ml1 vial: lot 818-00-216717
50-ml wvial: lot 818-57-216719
3-month data for samples stored upright and inverted at
40° C/75% RH and tested at 0, 1, 2 and 3-months. Accelerated
data tentatively support the proposed 24-month expiry date.
6-month data for samples stored upright and inverted at
22.5° C + 2.5° C and tested at 0, 3 and 6-months. Future
studies will be at 25° * 5°C/60° £ 5% RH.
LABELING: Satisfactory per the March 13, 2001 review.

STERILIZATION VALIDATION (IF APPLICABLE):



The microbiologist's review #3 (December 13, 2000) recommended the
submission for approval on the basis of sterility assurance for all
3 vial sizes.

SIZE OF BIO BATCH - (FIRM'S SOURCE OF NDS O0.K.?): (Yes. DMF ———

——— used for the three £fill sizes.

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA SAME PROCESS) :

Same Process

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS

BIO/STABILITY?
Same Process
T ————
N
| o %I v .

Review Chemist: Shirley S. Brown/5/25/01 ° . 0‘ . .- @/2?¢7/
Team Leader: Michael Smela '
Date: May 25,2001 ‘%l

V: \FIRMSAM\BEDFORD\LTRS&REV\CHECK75.190 (p\\S\O\

F/T by: gp/6/12/01

APPEARS THIS WAY .
ON ORIGINAL



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

75-190

CORRESPONDENCE



~DEORD
LABORATORIES™
January 25, 2002

Minor Amendment

Office of Generic Drugs ' M C To AN (*M )

Center for Drug Evaluation and Research

Food and Drug Administration NEW CORRES
Metro Park II @ P
7500 Standish Place, Room 150

Rockville, MD 20855

RE: ANDA 75-190 /Minor Amendment
Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL, and 50 mL per vials
Dear Sir:

We wish to amend our tentatively Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel
Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials in response to the tentative approval letter
received January 25, 2002. Form 356H is provided in Attachment I.

As requested, this minor amendment is being submitted in order to obtain final approval on ANDA 75-
190. Bedford Laboratories™ believes that ANDA 75-190 is eligible for final approval based on the fact
that Bristol Myers Squibb withdrew the listing of U.S. Patent No. 6,096,331 from the Orange Book for
the reference listed drug, Taxol®. A copy of the current electronic Orange Book Patent Listing is
provided for your review. Because this patent has been delisted, no patent certification is required for
final approval under section 505()(2)(A)(vii) of the Act. In addition, the indications and methods of use
covered by exclusivity, D-57, 1-270, 1-226, 1-230, and Orphan Drug, are not claimed in the Bedford
Laboratories™ labeling for Paclitaxel Injection 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials.
There have been no changes to the chemistry, manufacturing, controls, or labeling since the issue of
this tentative approval, or the previous final approval (issued on July 27, 2001 and rescinded on
January 25, 2002). In addition, a supplement fora~ —~—_____ had been filed to this application
on January 14, 2002 and has been withdrawn under separate cover. Bedford Laboratories™
understands that such withdrawal is without prejudice to refiling.

If the Agency has any comments or further requests, we welcome direct and immediate telephone contact
at (440) 201-3576.

Sincerely,
for BEDFORD ORATORIES™

Iy I;a L 4

Supervisor, Regulatory Affairs
Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 « (440) 232-3320 * Fax (440) 232-6264



LABORATORIES™
January 25, 2002
‘ Supplement Withdrawal
NEW CORRESD
Office of Generic Drugs
Center for Drug Evaluation and Research /7
Food and Drug Administration / L,é
Metro Park II ’

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 75-190 /Withdrawal of a Changes Being effected Supplement
Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL, and 50 mL per vials
Dear Sir:

We wish to amend our tentatively Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel
Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials. Bedford Laboratories™ is withdrawing a
supplement which had been filed to this application on January 14, 2002 and provided for the use of a

————————— Bedford Laboratories™ understands that such withdrawal is without prejudice
to refiling.

Form 356H is provided in Attachment L

If the Agency has any comments or further requests, we welcome direct and immediate telephone contact
at (440) 201-3576.

Sincerely,

for BEDFORD LABORATORIES™ T N
olly Ra é neAn

Supervisor, Regulatory Affairs JAN 2 8 2002
Ben Venue Laboratories, Inc. %2 Luw gl
,?) 3

% P
4’7(?41/ ANR o=

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264
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' January 14, 2002 Special Supplement -

Changes Being Effected
Mr. Gary Buehler in 30 Days

/" Office of Generic Drugs

Center for Drug Evaluation and Reseas
Food and Drug Administration

Metro Part II

7500 Standish Place, Room 150 N
Rockville, MD 20855 o

Hhﬁ"’%
RE: Special Supplement — Changes Being Effected in 30 Days’ AN 2p 2009
Product: Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials % Vuo
' N2 &5
Dear Mr. Buehler, ' : ‘ '\%"AND ng&“

In accordance with 21 CRF 3 14.70(c)(2)(C), this Special Supplement — Changes Being
Effected in 30 Days, is being filed to provide an - -~ T the production
of Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials. Previously, a Global
Supplement dated March 6, 2001, was submitted for use of this s~ = = -
all of Bedford’s approved liquid products, both ~ —-~ - -
An approval letter was issued on April 3, 2001 for this Global Supplement. The
Paclitaxe] ANDA was in the review process and could not be included in the Post
Approval Global Supplement. Based on the November 1999 Guidance for Industry,
“Changes to an approved NDA or ANDA?”, this supplement is being submitted as a CBE-
30 based on point IV.C.1.b. Located in Attachment I is the FDA Form 356h. Located in
Attachment II are the Global Supplement and its corresponding Approval Letter.

Ben Venue Laboratories, Inc., has upgraded the -
— , Which*

to include ~—

—identical to Ben Venue Laboratories’ existing "~

- ~

Please note, Cincinnati District Investigator Fredrick Lochner conducted an inspection of
the —— from October 17, 2000 to October 24,
2000; an FDA-483 was issued with a commitment from BVL to have all items to be
corrected within 30 days of issuance. A copy of the Cincinnati District Inspector’s report
as well as BVL’s response is included in Attachment II] of this supplement.

Pursuant to this PAI, Bedford Laboratories™ submitted a Supplement — Changes Being
Effected in 30 Days to NDA 50-731 for Daunorubicin Hydrochloride Injection, on
November 9, 2000; a response to a microbiological deficiency letter was provided to the
Division of Oncology Drug Products on J anuary 25, 2001. Copies of both of these
correspondences are located in Attachment IV. This supplement was subsequently
approved on March 5, 2001. A copy of this letter is located in Attachment V.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Norihfield Road » Bedford, Ohio 44146 » (440) 232-3320 * Fax (440) 232-6264
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LABORATORIES™

We trust that this meets with your approval. If you have any question or comments
please contact the undersigned at (440) 201-3576.

b

Sincerely,
For Bedford Laboratories™

L

olly Rap
Supervisor, Regulatory Affairs
Ben Venue Laboratories, Inc.

PPEARS THIS WAY
wg?a ORIGINAL

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 » (440) 232-3320 » Fax (440) 232-6264



ANDA 75-190
JUL 27 2001

Bedford Laboratories
Attention: Molly Rapp
270 Northfield Road
Bedford, Ohio 44146

Dear Ms. Rapp:

This is in reference to your abbreviated new drug application
dated August 21, 1997, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act (Act), for Paclitaxel
Injection, 6 mg/mL, (packaged in 30 mg/5 mL, 100 mg/16.7 mL, and
300 mg/50 mL multiple-dose vials).

By separate letter, you are receiving approval for the (ANDA)
identified above. This letter provides background on the ANDA
and addresses regulatory issues related to U.S. Patent Number
6,096,331.

ANDA 75-190 seeks approval of a generic version of paclitaxel,
the brand name of which is Taxol, a drug manufactured by Bristol
Myers Squibb (BMS). ANDA 75-190 was received by FDA on August
25, 1997.

On July 21, 1997, BMS listed patent 5,641,803 (patent ‘803) with
FDA; on August 29, 1997, BMS listed patent 5,496,804 (patent
'804); and on October 9, 1997; BMS listed patent 5,670,537
(patent '537) with the agency, asserting that these patents
cover Taxol. Bedford filed Paragraph IV certifications to
patents ‘803, '804, and ‘537, claiming the patents were invalid,
unenforceable, or not infringed. (See 21 U.S.C. § e
355(3) (2) (A) (vii) (IV);. 21 C.F.R. § 314.94(a) (12) (i) (A) (4)).
Because Bedford was sued by BMS within 45 days of giving BMS
notice of its paragraph IV certifications, approval of Bedford’s
ANDA was stayed for 30 months, pursuant to 21 U.S.C. §
355(3) (5) (B) (1ii). Bedford did not provide proof of
notification for the ‘537 patent and the ‘804 patent to the
Agency. Therefore, the Agency calculated the 30 month stay of
approval of Bedford’s ANDA beginning from July 17, 1998, the
date that BMS filed a supplemental complaint (Civil Action No.
97cv6050) against Bedford in the United States District Court of



ANDA 75-190

New Jersey. The Agency considers the 30 months to have expired
on January 17, 2001.

On August 1, 2000, the Patent and Trademark Office issued a new
patent to American Bioscience Inc. (ABI), U.S. Patent Number
6,096,331 (the ‘331 patent). ABI claimed that this patent
covered BMS's Taxol product. On August 11, 2000, ABI obtained a
temporary restraining order (TRO) from a district court in
California directing BMS to list the patent with FDA in Approved
Drug Products with Therapeutic Equivalence Evaluations (the
Orange Book). This order stated that, should ABI fail to
prevail in the underlying litigation, BMS would be required to
take all steps necessary to delist the patent. On August 11,
2000, BMS listed the patent in the Orange Book pursuant to the
court order. This was an extremely unusual condition for patent
listing and the first time FDA had received a request that a
patent be listed pursuant to a court order.

On September 7, 2000, the district court in California dissolved
the TRO, dismissed ABI's complaint, and ordered BMS to delist
the ‘331 patent from the Orange Book to restore the status quo.
The court stayed its order until September 13, 2000.

On September 11, 2000, BMS submitted another listing for the
patent. This listing made no mention of the original court-
ordered August 11, 2000, listing. In its September 7, 2000,
Order, the California district court recommended that FDA “toll
the period in which BMS may timely cause such listing.” OGD
did not follow this recommendation for four reasons: (1) FDA was
not a party to the California litigation in which the order was
issued, and therefore, FDA's views were not presented to the
court nor did the court have jurisdiction over the agency; (2)
the 30-day time period is a statutory limit for timely
submission, and it is not clear that the agency has the
authority to extend that period; rather FDA believes that the 30
day period represents a Congressional determination that 30 days
is sufficient; (3) even if the agency did have the authority to
toll the deadline, it would set an undesirable precedent that
future holders of pioneer applications could use to try to
obtain extensions of the 30 day period, thereby blocking the
approval of generic applications; and (4) the agency saw no
reason why BMS could not have voluntarily listed the ‘331 patent
within 30 days of its issuance if BMS thought the listing was
appropriate under the Federal Food, Drug, and Cosmetic Act.
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On September 14, 2000, BMS submitted a letter to FDA to comply
with the court order to delist the patent. The letter states
“BMS hereby withdraws the Original Listing to the extent that
listing was compelled by the TRO.” Because the court order
directing BMS to submit the patent to FDA was dissolved, and BMS
withdrew the original submission made pursuant to the TRO, FDA
considered BMS’s first submission of the patent on Augusi 11,
2000, to be without effect. :

The September 11, 2000 submission of the '331 patent by BMS was
given effect. However, patents must be listed with FDA within
30 days of their issuance. See 21 U.S.C. § 355(c)(2). An FDA
regulation, the “late-listing regulation,” directly applies to
patents submitted to FDA more than 30 days after they are
issued. 21 C.F.R. § 314.9%4(a) (12) (vi). That regulation
provides that pending ANDAs that contain appropriate patent
certifications before the late patent is submitted need not be
amended to contain certifications to patents that are listed
beyond the 30-day interval set out in the statute. Here,

- because BMS withdrew the August 11 listing, the only listing
remaining for the ‘331 patent was the September 11 listing,
which was submitted more than 30 days after the patent’s August
1, 2000, issuance.

On August 30, 2000, Bedford submitted a Paragraph I
certification to the '331 patent. However, because the August
11, 2000, submission was a nullity, Bedford was not required to
file any certification to that submission. Because Bedford was
not required to file any certification to the August 11, 2000,
submission, its paragraph I certification did not render its
certification inappropriate.

The late-listing regulation states the following:

If a patent on the listed drug is issued and the holder of
the approved application for the listed drug does not
submit the required information on the patent within 30
days of issuance of the patent, an applicant who submitted
an abbreviated new drug application for that drug that
contained an appropriate patent certification before the
submission of the patent information is not required to
submit an amended certification.

21 C.F.R. § 314.94(a) (12) (vi) (A) (emphasis added).
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Under this regulation, Bedford’s ANDA contained an appropriate
certification prior to submission of the ‘331 patent on
September 11, 2000, because no certification to the August 11,
2000, submission was necessary. A certification to this nullity
does not result in and “inappropriate” certification. To
conclude otherwise would mean that the same patent would be
listed late and would be timely listed. The August 11, 2000,

- listing is without effect, and cannot trigger obligations that
do not otherwise exist. The district court found FDA was not .
arbitrary and capricious in finding that the August 11 listing
was a nullity, in that the district court in California never
had the authority to issue the August 11, 2000 order directing
the patent listing and, therefore, BMS's TRO-compelled listing
was without effect. The fact that the valid listing is that of
September 11, 2000, rather than August 11, 2000, is clearly
supported by the agency's own record and by the district court's
holding. ' ‘

Other applicants with ANDAs pending at the time of the August
11, 2000, submission of the '331 patent responded with a variety
of certifications, including a paragraph IV certification and no
certification whatsoever. There is no requirement in the
regulations or the statute that an ANDA applicant submit a
certification to a newly listed patent within a certain time
period. ABI and BMS were not prejudiced by Bedford's submission
of a paragraph I certification.

On December 14, 2000, BMS submitted an additional patent for
listing in the Orange Book. U.S. Patent Number 6,150,398 (‘398)
is a use patent identified by the patent use code U-380 in the
Orange Book. U-380 is for “combinations of Taxol
(paclitaxel)and cisplatin which are suitable for the treatment
of ovarian and non-small cell lung carcinomas.”

On April 21, 2001, the 180-day exclusivity period granted to
ANDA 75-184, Baker Norton, paclitaxel injection, expired.

On May 30, 2001, Bedford submitted a method of use statement
pursuant to the section 505(j) (2) (a) (vii) of Act to the ‘398
patent indicating they were not seeking approval for the use
covered by the '398 patent.

On June 8, 2001, Bedford amended its patent certification to the
'331 patent to state that the patent was not timely filed
pursuant to 21 CFR 314.94(a) (12) (vi), and requested full
approval of this ANDA.
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The agency has concluded that Bedford is not required to submit
a certification to the '331 patent under the late listing
regulation, 21 C.F.R. § 314.94(a) (12) (vi), since the '331 patent
was. not listed in a timely manner. Bedford has properly
addressed all remaining patent and exclusivity issues.

Sincerely yours,
L el |
A
\%‘ B ’\’
/ Gary Buéﬂler : /
: 2
Director 7 7/°I

Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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July 25, 2001
Telephone Amendment
Cecelia Parise
Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park II

7500 Standish Place, Room 150

Rockville, MD 20855 "N CORRESP
RE: ANDA 75-190

Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL, and 50 mL per vials

Dear Ms. Parise:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel
Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials. This is in reference to a telephone message left
with Ms. Molly Rapp on July 25, 2001, by Ms. Cecelia Parise of the Agency. Because of the departure
of Mr. Shahid Ahmed from Ben Venue Laboratories, Inc., the responsibility for the ANDA has
transferred to Ms. Molly Rapp, Supervisor of Regulatory Affairs for Ben Venue Laboratories, Inc.

If the Agency has any comments or further requests, we welcome direct and immediate telephone contact
at (440) 201-3576.

Sincerely,
for BEBFORD LABORATORIES

olly R @/

upervisor, Regulatory Affairs
Ben Venue Laboratories, Inc.

QERFUR
S g
DA

JUL 2 7 2001
2 0uD &}’

%
2 S
Loy s

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road » Bedford, Ohio 44146 = (440) 232-3320 « Fax (440) 232-6264
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June 13, 2001

_ Telephone Amendment
Michelle Dillahaunt
Office of Generic Drugs
Center for Drug Evaluation and Research / PqW\
Food and Drug Administration N
Metro Park II ORIZ AMENDMERT

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 75-190
Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL, and 50 mL per vials

Dear Ms. Dillahaunt:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel
Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials. This is in reference to a telephone message left
with Mr.Shahid Ahmed on June 13, 2001, by Ms. Michelle Dillahaunt of the Agency regarding returned
receipt of the certified mail and also copy of the summary judgement from the United States Court.

Attached, please find the copy of the envelope, which was sent to Ben Venue Laboratories by Bristol
Myers Squibb Company on November 13, 1997 (post marked by the U.S Postal Office on November 13, 1997).
Unfortunately, returned certified mail receipt never made it to Ben Venue Laboratories. I hope this
fulfills the Agency’s request.

Also, a copy of the summary judgement from the United States Court is provided in this amendment for
your review.

If the Agency has any comments or further requests, we welcome direct and immediate telephone contact
at (440) 201-3333.

Sincerely, //@@M‘-M: f?ﬁg;
for BEDFORD LABORATORIES / D,
dém/ﬂ(/ i 2] Jui 14 2001
hahid Ahmed 2, O
Vice President, Regulatory Affairs R A
: XN A =
Ben Venue Laboratories, Inc. Naonlley B

A DIVISION OF BEN VENUE LABORATORIES, INC. ' -
300 Northfield Road = Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264



ANDA 75-190
JUL 27 2001

Bedford Laboratories

~ Attention: Molly Rapp
270 Northfield Road
Bedford, Ohio 44146

Dear Madam:

This is in reference to your abbreviated new drug application dated August 21, 1997, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act (Act), for Paclitaxel
Injection, 6 mg/mL, (packaged in 30 mg/5 mL, 100 mg/16.7 mL, and 300 mg/50 mL multiple-
dose vials).

Reference is also made to your amendments dated October 20, 1999; June 16, 2000;
and January 24, May 15, May 25, May 30, June 8, June 13, and July 25, 2001.

The listed drug product (RLD) referenced in your application, Taxol Injection of Bristol Myers
Squibb Co. Pharmaceutical Research Institute, is subject to periods of patent protection which
expire on August 3, 2012, [U.S. Patent No. 5,641,803 (the ‘803 patent), and U.S. Patent No.
5,670,537 (the ¢537 patent], March 9, 2013 [U.S. Patent No. 5,496,804 (the ‘804 patent)],

May 8, 2011 [U.S. Patent No. 6,150,398 (the ‘398 patent)], and February 22 2013 [U.S. Patent
No. 6,096,331 (the ‘331 patent)].

Your application contains patent certifications under Section 505(G)(2)(A)(vii)AV) of the Act
stating that your manufacture, use, or sale of this drug product will not infringe on the ‘804, ‘803,
or the ‘537 patents. Section 505()(5)(B)(iii) of the Act provides that approval of an abbreviated
application shall be made effective immediately unless an action is brought before the expiration
of forty-five days from the date the notice provided under paragraph (2)(B)(i) is received by the
‘owner of the new drug application (NDA) for the referenced listed drug product and the patent
‘holder. You have notified FDA that Bedford Laboratories (Bedford) has complied with the
requirements of Section 505()(2)(B) of the Act and that Bristol-Myers Squibb initiated a patent
infringement suit in the United States District Court for the District of New Jersey (Bristol-Myers
Squibb Company v. Boehringer Ingelheim Corp., Ben Venue Laboratories, Inc. and Bedford
Laboratories, Civil Action No. 97CV-6050(WHW).

With regérd to the litigation noted above, the Agency recognizes that the 30-month period
1dent1ﬁed in Section 505(j)(5)(B)(iii) of the Act during which time FDA is precluded from
_ approvmg your application, has expired.




[y

We also note that your application contains a patent statement under Section 505G)(2)(A)(viii) of
the Act indicating that the ‘398 patent is a method of use patent, and that this patent does not
“claim any of the proposed indications for which you are seeking approval. Furthermore, please
see the accompanying letter for a description of FDA's resolution of issues related to U.S. Patent
Number 6,096,331.

We have completed the review of this abbreviated application and have concluded that the drug
is safe and effective for use as recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has determined your Paclitaxel
Injection, 6 mg/mL, to be bioequivalent and, therefore, therapeutically equivalent to the listed
drug (Taxol® Injection, 6 mg/mL, of Bristol Myers Squibb Co. Pharmaceutical Research
Institute).

Under Section 506A of the Act, certain changes in the conditions described in this abbreviated
application require an approved supplemental application before the change may be made.

Post-marketing reporting requirements for this abbreviated application are set forth in 21 CFR
314.80-81 and 314.98. The Office of Generic Drugs should be advised of any change in the
‘marketing status of this drug.

We request that you submit, in duplicate, any proposed advertising or promotional copy that you
intend to use in your initial advertising or promotional campaigns. Please submit all proposed
materials in draft or mock-up form, not final print. Submit both copies together with a copy of
the proposed or final printed labeling to the Division of Drug Marketing, Advertising, and ’
Communications (HFD-40). Please do not use Form FD-2253 (Transmittal of Advertisements
and Promotional Labeling for Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 3 14.81(b)(3)‘ which requires that materials for any subsequent
advertising or promotional campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form FD-2253 at the time of their
initial use.

Validation of the regulatory methods has not been completed. It is the policy of the Office not to
withhold approval until the validation is complete. We acknowledge your commitment to
satisfactorily resolve any deficiencies, which may be identified.

Sincerely ‘);9173,
/3 |
V4 Gary Buiehler lz IO‘
Director 14

Office of Generic Drugs
Center for Drug Evaluation and Research



MAJOR AMENDMENT

ANDA 75-190

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: Bedford Laboratories PHONE: (440) 232-3320
A Division of Ben Venue Laboratories,
Inc.
ATTN: Shahid Ahmed FAX: (440) 232-2772
FROM: Michelle Dillahunt PROJECT MANAGER (301) 827-5848
Dear Sir:

This facsimile is in reference to your abbreviated new drug application dated August 21, 1997, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Paclitaxel Injection, 6 mg/mL,
5 mL and 16.7 mL vials.

Reference is also made to your amendment(s) dated June 21, 1999.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons
provided in the attachments (_|4 pages). This facsimile is to be regarded as an official FDA
communication and unless requested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CFR
314.120 which will either amend or withdraw the application. Your amendment should respond to all of the
deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the review clock
be reactivated until all deficiencies have been addressed. The response to this facsimile will be considered to
representa MAJOR AMENDMENT and will be reviewed according to current OGD policies and
procedures. The designation as a MAJOR AMENDMENT should appear prominently in your cover letter.
You have been/will be notified in a separate communication from our Division of Bioequivalence of any
deficiencies identified during our review of your bioequivalence data. If this represents a second or greater
occasion upon which significant (MAJOR) deficiencies have been identified, please contact the Project
Manager within 30 days for further clarification or assistance.

SPECIAL INSTRUCTIONS: y
Eme  euwnd Lt\églmg (o mertts Tne luded.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT 1S PRIVILEGED, CONFIDENTIAL, OR PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW. Ifreceived by someone other than the addressee or a person authorized to

deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this
communication is not authorized. If you have received this document in error, please immediately notify us by telephone and return it to us by mail at

e

X:\new\ogdadmin\macros\faxmaj.frm
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MYRON COHEN
- THOMAS C. PONTANI, PH.D.

LANCE J. LUEBERMAN
MARTIN 8. PAVANE
MICHAEL C. STUART
WILLIAM A. ALPER

KLAUS P STOFFEL -
EDOWaARD M. WEISZ

COUNSELLDORS AT Law

PATENTS. TRADEMARKS & COPYRIGHTS

551 FIFTH AVENUE
NEW YORK, NEW YORK 10176

TEL: (212) B687-2770
FAX: [212) 872-54B7

July 2, 2001

YUNLING REN, PH.D.

Julla s, kim

MINDY W, CHETTIH
VINCENT M. FAZZARI
CATRIONA M. COLLINS
ALFRED W. FRDEBRICH
ALFRED H, HEMINGWAY, JR.
KENT H. CHENG. PH.D.
GECRGE G. WANG. PH.D.

GERALD J. CECHONY
ROGER &, THOMPSON
JEREMY A. KAUFMAN

VIA TELEFAX NO. (301) 443-0933

TEDDOR J. HOLMEERG
F. BRICE FALLER
Annamarie Kempic, Esq.
General Counsel's Office
Food and Drug Administration
5600 Fishers Lane

GCF-1

Rockville, MD 20856

Re:  ANDA 75-190 of Ben Venue Laboratories, Inc./Bedford Laboratories

For: Paclitaxe] Injection
Our File No. 4764-2L

Dear Ms. Kempic:

We are counscl for Ben Venue [.aboratories, Inc./Bedford Laboratories ("Ben Venue™), the
applicant in ANDA 75-190 for Paclitaxel Injection.

Last week, the undersigned spoke with you concerning the status of Ben Venue's ANDA. We

particularly discussed the question of whether Vivorx Pharmaccuticals, Inc.'s U.S. Patent No.
6,096,331 ("'331 patent”) poscd any obstacle to finzl approval of Ben Venue's ANDA. You
advised that the martter was under active consideration by the general counsel's office, and that
you expected a resolution shortly. Based on the undersigned’s conversation with you, it is Ben
Venue's understanding that the issue concerns Ben Venue's compliance with the “late listing"
regulation, 21 C.F.R. § 314.94(a)(12)(vi). The following comments are offered in the hope of
cxpediting a favorable resolution of this issuc.

As your office is undoubtedly aware, the very issuc of whether the '331 patent was timely
listed was addressed and resolved in American Bioscience, Inc. v. Tommy T. Thompson, Civil
Action No. 00-2247(CKK)(DDC 2001). In an April 19, 2001 memorandum opinion, Judge
Kollar-Kotelly squarely held that the '331 patent was not listed within the thirty (30) day
statutory period and, thercfore, that applicants with pending ANDAs were not required (o filc a

patent certification for the '331 patent. Ben Venue's ANDA was filed before the '33] patent X

GEDAGE J. BRANDT, JR.

lgﬂ A Afvgw-l"
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General Counsel's Office
Food and Drug Administration
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Page 2

even issued and, therefore, is entiled (o the benefit of the holding in the American Bioscience,
Inc.

The "late Jisting™ regulation is discussed in the District Court's opinion and quoted at footnote
10 of that opinion. For ease of reference, it reads as follows:

The “latc listing" regulation provides as follows:
If a patent on the listed drug is issued and the holder of the
approved application for the listed drug docs not submit the
required information on the patent within 30 days of issuance of
the patent, an applicant who submitted an abbrcviated new drug
- application for that drug that contained an appropriatc patent
ccniﬁcationmme submission of the patent ii;;'onsmationr_i)s not bljc Sewet !
required to submit an amended certification. An applicant whose :
abbreviated new drup application is submitied after a later
submission of patent information, or whose pending abbreviated
application was previously submitted but did not contain an
appropriate patent certification at the time of the patent
submission, shall submit a certification under paragraph (2)(12)(1)
of this scction or a statement under paragraph (a)(12)(iii) of this
section as to that patent. C e

Bascd on the undersigned's telcphone conversalion with you, it appears that FDA s
considering the significance of the phrase “an appropriate patent certification” in the above-
quoted regulation. For scveral reasons, Ben Venue believes that this language poses no

impediment to approval of its ANDA.

By its very terms, the regulation speaks of “an appropriale patent certification [submitted|
before the submission of the [lac-listed] patent information” (e¢mphasis added). It is plain.
therefore, thal the “appropriate patent certification” referenced in the regulation is not a patent
certification for the late-listed patent, but a patent certification previously submiticd by the

ANDA applicant concerning other listed patents. if any. Put another way, an ANDA applicant SA
~could not possibly submit “an appropriatc patent certification” with respect to a late-hsted C}/"“\/

patent beforc patent information concerning the late-listed patent is submitted to the FDA. =

On August 15, 2000, the FDA requested that Ben Venue submit a certification with respect to P

g the '331 patent. See attached letier of August 30, 2000 from Shahid Ahmed of Ben Vecnuce M )
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(Exhibit A). On the same day as this request, in-house counsel for Ben Venue searched both
the on line and hard copy versions of the Orange Book and did not find the '331 patent listed

against paclitaxel. Accordingly, Ben Venue submitted 2 "Paragraph I Certification” with .
respect to thc '331 patent. 21 C.IF.R. § 314.94(a)(12)(A). That certification was correct when "ﬂ‘\‘5 .
made, as there was no evidence that information concerning the '331 patent had been submitted 10T v
to FDA as evidenced from its absence from the Orange Book. Subsequently, in June, 2001, in [e%4
response to a specific request from FDA, a “telephone amendment” to Ben Venue's application

was made. See atached June 8, 2001 letter from Shahid Ahmed of Ben Venue (Exhibit B) o J 4 :
Gregory Davis at FDA confirming the telephone amendment wherein Ben Venue states: ~y

- "In the opinion of the applicant and (o the best of its knowledge, Patent 6,096,331 |17 Coyrieh
was not {iled in a imely manner by the patent holder. Therefore, in accordance
with 21CFR 314,94 B12(vi)(sic), Bedford Laboratories™ would like to seek full A s

approval of this ANDA."

The foregoing statement was also truc when made, and remains true (oday, as the American
Bionscience decision confirms that the ‘331 patent was not listed with FDA in a timely manner.

Ben Venue has alsd obuined a copy of FDA's March 27, 2001 approval letter to Zenith
Goldline Pharmaceuticals, Inc.("Zenith") for Zenith's generic paclitaxel injection producl. A
_copy of that letter is attached as Exhibit C. In that letter, FDA states:

We notc that U.S. Patent No. 6,096,331 also rcfcfcnccs Taxol Injection. .

‘However, in accordance with 21 CFR 314.94(a)(12)(vi), Zenith Goldline
Pharmaccuticals, Inc. ("Zenith Goldline") is not required to submit a certification

lo this patent.

This is consistent with the District Court's opinion in American Bioscience wherein the District
Court stated:

In this casc, it appears that thc FDA may never have had occasion to prompt BNP

to provide the requisite notification. At the time BNP submitted its ceriification

amendment, see AR 8, thc I'DA had determined that Bristol-Myers' original

listing had been withdrawn and that a separate late-listing had been submitted.

See Buchler Decl. §§ 15-16. Accordingly, because FDA understood that there

had been no timcly listing of the ‘331 patent, BNP was not required to provide

notice under the late-listing regulation. See 21 C.I.R. § 314.94(a)(12)(vi).

Civil Action No. 00-2247, p. 26, n, 11.
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CoHEN, PoONTANI, LIEBERMAN & PAVANE

Annamarie Kempic, Esq.
General Counsel's Office
Food and Drug Administration
July 2, 2001

Page 4

Of course, this reasoning also applies to Ben Venue, which also had a pending ANDA before
the '331 patent was late-listed. Consequently, Ben Venue was entitled to the benefit of the
regulation and not required to provide any certification with respect to the '331 patent. Under
these circumstances, there is no reason, logical or otherwisc, why Ben Venue's submission of
a Paragraph I Certification in August, 2000 should in any way affect FDA's approval of Ben
Venue's ANDA.  And, as noted above, at the time Ben Venue submitted its Paragraph I
Certification, it was accurate, as the '331 patent did not appear in the Orangc Book—] T Comed

-

. CONCLUSION

It is evident that the reference to "an appropriate patent certification” in the subject regulation

refers to a certification for other than the late-listed patent, and for this reason alone Ben
Venue's submissions to FDA with respect to the '331 patent are not affected by the regulation

and pose no obstacle to FDA's approval of Ben Venue's ANDA. Furthermore, Ben Venue's
submissions to FDA with respect to the '331 patent are accurate, as at the time Ben Venue
submitted its Paragraph I Certification, the '331 patent was not listed in the Orange Book, and

for this additional rcason Ben Venue's submissions to FDA with respect o the '331 patent do cF.
not pose an obstacle to FDA's approval of Ben Venue's ANDA. Finally, and in any event, the

court in American Bioscience has specifically held that applicants with pending ANDAs ar the *g\l)u"\
time the '331 patent was late-listed were not required to submit any patent certification with M(/Us
respect to the '331 patent, ahd for this independent reason Ben Venue's submissions to FDA I

concerning the '331 patent pose no obstacle to approval of Ben Venue's ANDA. h’\—\
Prompt and favorable consideration of Ben Venue's ANDA s solicited. |

Very truly yours,
COHEN, PONTANI, LIEBERMAN & PAVANE

v/ 7

Martin B. Pav
MBP/aw/encs.
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August 30, 2000 :
Gratuitous Amendm ent

Office of Geperic Drugy

Center for Drug Evaluatian and Research
Food and Drug Adminjstration

Metro Park I

7500 Standish Place, Room 150
Rockville, MD 208s5

RE: ANDA 75-190 /Gratuitons Ameadment
Product: - Paclitaxel Injection, 6 mg/mL; S mL, 16.7 mL and 50 mL per vials

Dear Sir:

We wish to amend our unzapproved Abbreviated New Drup Application, ANDA 75-] 90, for Paclitsxe]
Injection, 6 mp/ml; S mL, 16.7 mL and 50 mL pex vidls, by providing three months accelerzted and
foom temperanire stability data per our commimment o the Major Amendment, dated May 16, 2000 as

well as Supplemental Paragraph I Centification and revised Exclusivity Statement,

FDA 356k form is provided in Anachment [

Marcaver, we have provided Supplcroeatal Patent Certification to this ANDA regarding the new Patent
6,096,331 in Attachment II. This is in reference Lo the telephone conversation between Ms. Molly Rapp

of Ben Venue and Ms. Beth Fritsch from the Agency on August | S, 2000.

ivity Swtement in this amendment due 1o curtent updste in

Also, we have provided revised Exclus
Ms. Pratima Patel of Ben

Orange Book. This is in refercnce w the telcphane conversation between
Venue and Mr. Greg Davis from the Agcocy on August 23, 2000,

at (440) 232-3320, ext.3333
Sincerely,
for BEDFORD LABORATORIES

~ Shahid Ahmed
Vice President, Regulntory AfTairy
Ben Venue Laboratonies, Inc.

A DVSION OF REN VENUE LARORATORIES, INC.
300 Northfiald Rood - Badford, ONe 44146 - (440) 1323320 » Fox (4<0) D26264
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.l LABORATORIES™
June 8, 2001
‘Lelephone Ameudment
Gregory Davis
Branch Chief,
Regulatory Support Branch, HFD-61§
Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park O

7500 Standish Place, Room 150

Rockville, MD 20855

RE: ANDA 75-190 .
Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL, aod 50 mL per vials

Dear Mr. Davis:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-) 90, for Paclitaxe]
Injection. 6 mg/mL; SmL, 16.7 mL and 50 mL per vials. This is in reference 1o a telephone message left
with Mr.Shahid Ahmed on June 7, 2001, by Ms. Michelle Dillahaunt of the Agency regarding Patent

l 6.096,331. This is also in reference to a telephone conversation on June 8, 2001 between Mr, Gregory Davis
of the Agency and Mr. Shahid Ahmed of Ben Venue Laboratones, Inc.

In the opinion of the applicant and 1o the best of its knowledge. Patent 6,096,331 was not filed ina
timely manner by the patent holder. Therefore, in accordance with 21CFR 314.94 B12(vi), Bedford
Laboratories™ would like to seck full approval of this ANDA.

[F'the Agency has 2ny comments or further requests. we welcome direet and immediate te!eph&xm contact™ -
a1 (440) 201-3333.

Sineercly, ﬂ
f[er REDFORD LABORATORIES

7 Shahad Aluned
\Vice President, Regulatory Af(airs
Ben Venue Laboratories, Inc.

A DIVSION OF BEN VENUE LABORATORIES. INC

300 Nortnfic 1 R20Q - Boaloro Onic dalas - (440) 232.3320 - Fox (840) 232.6264
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ANDA 75-297 ' March 27, 2001

Zenith Goldline Pharmaceuticals, Inc.
Attention: Karen Rocco

140 Legrand Avenue

Northvale, NJ 07647

Dear Madam:
This is in reference to Your abbreviated new drug application
dated December 30, 1957, submitted pursuant to Section 505 (3j)
cf the Federal Fcod, Drug, and Cosmetic Act (Act), for
Paclitaxel Injection, € mg/mL (packaged in 30 mg/5 mL, 100
mg/l6.7 mL, and ~——e " multiple-dose wvials).

Reference is also made to the Tentative Approval letter issued
by this office on October 10, 2000. and to your amendments
dated March 5, and March 14, 2001.

The listed drug product (RLD) referenced in yYour application,
Taxol Injection of Bristol Myers Squibb Co. Pharmaceutical
Research Institute, is subject to periods of patent protectiocn
which expire on August 3, 2012, [U.S. Patent No. 5,641,803
(the ‘803 patent), and U.S. Patent No. 5.670,537 (the ‘537
patent], and March 5, 2013 [U.S. Patent No. 5,486,804 (the
‘804 patent)). We note that U.S. Patent No. 6,056,331 also
references Taxol Injection. However., in accordance with 21
CFR 314.54(a) (12) (vi). Zenith Goldline Pharmaceuticals, Inc.
(Zenith Goldline) is not required to submit g certification to
this patent.

Your application contains a patent certification under Section
505(3) (2) (A) (vii) (IV) of the Act stating that your
manufacture, use, or sale of this drug preduct will not
infringe on these patents. Section 505(j) (5) (B) (iii) of the
Act provides that approval of an abbreviated application shall
be made effecrtive immediately unless an action is brought
before the expiration of forty-five days from the date the
notice provided under paragraph (2)(B) (I) is received by the
owner of the new drug application (NDA) for the referenced
listed drug product and the patent holder, You have notified

301 443 83933 P.11-13
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FDA that Zenith Goldline has complied with the requirements of
Sectieon 505(j) (2) (B) of the Act and that Bristol-Myers Squibb
initiated a patent infringement suit in the United States
District Court for the District of New Jersey

(Bristol-Myers Squibb Company v. Zenith Goldline
Phaxmaceuticals, Inc. and Ivax Corporation., Civil Action No.
98-1412). You have also informed us that a judgement of
invalidity was rendered on April 7, 2000 and that this
judgement was appealed by Bristol-Myers Squibb Company to the
Court of Appeals for the Third Circuit on April 17, 2000. The

appellate proceeding remaips pending.

With regard to the litigation, the Agency recognizes that the
30-month period identified in Section 505(j) (5) (B) (iii) of the
Act during which time FDA is precluded from approving your
application, has expired. Furthermore, we acknowledge that
Baker Norton Pharmaceuticals, Inc. (BNPI), is the holder of
180-day exclusivity for this drug product in accordance with
the Hatch-Waxman Amendments to the Act. We also acknowledge
that on

Merch 5, 2001, BNPI selectively waived the remainder its
exclusivity to Zenith Goldline.

We have completed the review of this abbreviated application

and have concluded that the drug is safe and effective for use

as recommended in the submitted labeling. Accordingly, the
applicationis approved. The Division of Bicegquivalence has
determined your Paclitaxel Injection, 6 mg/mL, to be

bioceguivalent and, therefore, therapeutically equivalent to

the listed drug (Taxol® Injection, 6 wmg/mL, of Bristol Myers

Sguibb Co. Pharmaceutical Research Institute).

‘Under Section 506A of the Act, certain changes in the
conditions described in this abbreviated application require
an approved supplemental application before the change may be
made.

Post-marketing reporting reguirements for this abbreviated
application are set forth im 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be adVLBed of any change in the
marketing status of this drug.

We reguest that you submit, in duplicate, any proposed
advertising or promotional copy that you intend to use in your
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initial advertising or promotional campaigns. Please submit
all proposed materials in draft. or mock-up form, not final
print. Submit both copies together with a copy of the
proposed ox final printed labeling to the Division of Drug
Marketing, Advertising, and Communications (HFD-40) . Please
de not use Form FD-2253 (Transmittal of Advertisements and
Promotional Labeling for Drugs for Human Use) for this inicial
submission. : :

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FD-2253 at the time of their initial use. .

Sincerely yoursg,

Gary Buehler

Acting Director

Office of Generic Drugs

Center for Drug Evaluation and
Research

1
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June 8, 2001

Telephone Amendment
Gregory Davis ]
Branch Chief,. /
Regulatory Support Branch, HFD-615 \ 55\ wi> "g’—\ - j\kﬂ _(/g)

Office of Generic Drugs , (‘ / S/ >

Center for Drug Evaluation and Research N A
Food and Drug Administration CORRESP

Metro Park II Q\ /3/ NC_

7500 Standish Place, Room 150

Rockville, MD 20855 o v

RE: ANDA 75-190

Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL, and S0 mL per vials
Dear Mr. Davis:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel
Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials. This is in reference to a telephone message left
with Mr.Shahid Ahmed on June 7, 2001, by Ms. Michelle Dillahaunt of the Agency regarding Patent
6,096,331. This is also in reference to a telephone conversation on June 8, 2001 between Mr. Gregory Davis
of the Agency and Mr. Shahid Ahmed of Ben Venue Laboratories, Inc.

In the opinion of the applicant and to the best of its knowledge, Patent 6,096,331 was not filed in a
timely manner by the patent holder. Therefore, in accordance with 21CFR 314.94 B12(vi), Bedford
Laboratories™ would like to seek full approval of this ANDA.

If the Agency has any comments or further requests, we welcome direct and immediate telephone contact
at (440) 201-3333.

Sincerely,
for BEDFORD LABORATORIES

/e

«Shahid Ahmed

Vice President, Regulatory Affairs
Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road * Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264



May 30, 2001
Patent Amendment

Office of Generic Drugs R @
Center for Drug Evaluation and Research /é\ A /La)]

o ,
Food and Drug Administration ﬂ\m \ [ E; ﬁ;‘l’\
o\ =

Metro Park 1I NEVS CORErep
7500 Standish Place, Room 150 '
Rockville, MD 20855 e/ N
j ot
RE: ANDA 75-190 e T
Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL, and 50 mL per vials

Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel]
Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials. This is in reference to a telephone message left
with Mr.Shahid Ahmed on May 30, 2001 by Ms. Michelle Dillahaunt of the Agency regarding the
Certification of new U.S. Patent 6,150,398.

FDA 356h form is provided.

The U.S. Patent 6,150,398, which was published in current Orange Book Supplement (May 7, 2001, copy
attached) concerning Paclitaxel with Use Code of U-380, deals with synergistic combinations of Cisplatin
and Taxol for use in treating cancer in humans. However, our proposed labeling does not claim the listed
treatment regimen. Therefore, in accordance with 21 CFR 314.94 (a) (12) (ii1), Bedford Laboratories
would like to seek a regulatory approval of the proposed drug product claiming that above indication is
not listed in the proposed drug product labeling, which is covered by the U.S. Patent 6,150,398.

The current package insert labeling is provided for your review in this amendment.

We trust this meets your approval. If the Agency has any comments or further requests, we welcome
direct and immediate telephone contact at (440) 201-3333.

/@;\E\’\ FOR

R '?437

Sincerely,
for BEDFORD LABORATORIES

Shahid Ahmed

Vice President, Regulatory Affairs
Ben Venue Laboratories, Inc.

[=Lifaily)

MAY 3 1 2001

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road * Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264
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May 25, 2001
Telephone Amendment
Chemistry Deficiencies
Office of Generic Drugs
Center for Drug Evaluation and Research ORIG AMENDMENT

Food and Drug Administration

Metro Park II N / ﬁﬂ

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 75-190
Product: Paclitaxel Injection, 6 mg/mL; S mL, 16.7 mL, and 50 mL per vials
Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel
Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials in response to the deficiencies cited in the
Telephone Amendment, dated May 25, 2001. This is in reference to a telephone conversation on May 25,
2001 between Mr. Michael Smela, Jr., Ms. Shirley Brown of the Agency and Ms. Pratima Patel of Ben
Venue Laboratories, Inc. :

FDA 356h form is provided.

As discussed, Bedford Laboratories commits to conduct the long term stability studies at controlled
temperature of 25° + 2°C/60% = 5% RH for the first three commercial production batches and all annual
stability batches of each strength. This change has been reflected to our Post-Approval Stability
Protocol, which is provided in this amendment.

Also, we would like to revise our Active Drug Substance Specifications for ~—___ This is in
reference to a telephone conversation in February of this year between Mr. Shahid Ahmed of Ben Venue
Laboratories and Dr. Rashmikant Patel and Dr. David Gill of the Agency in general to revise the
~————~——.., for all pending unapproved Applications. Revised Active Drug Substance Specifications
are provided for your review.

——t

If the Agency has any comments or ﬁthher rpqu!ests, we welcome direct and immediate telephone contact

at (440) 201-3333. g
mrrn \

Sincerely, ;

for BEDFORD LABORATORIES | _ AT 2 @ 2001 )

I IS

¥ g, o0 &
r \4%&\; A r‘)‘?‘;ﬁ*

" Shahid Ahmed

Vice President, Regulatory Affairs
Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 « (440) 232-3320 * Fax (440) 232-6264
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May 15, 2001
Telephone Amendment
Chgxlx_ljﬂsﬂ_t}' Deficiencies
Office of Generic Drugs TR H":,;%;‘ ORlG AMENDMENT
Center for Drug Evaluation and Research R R(ANY
Food and Drug Administration Do) ‘1‘?@%‘ N
Metro Park II 4 é
7500 Standish Place, Room 150 1 . - ot
Rockville, MD 20855 Nz Y
RE: ANDA 75-190
Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL, and 50 mL per vials
Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel
Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials in response to the deficiencies cited in the
Telephone Amendment, dated April 30, 2001. This is in reference to a telephone conversation on April
30, 2001 between Mr. Michael Smela, Jr., Ms. Shirley Brown of the Agency and Ms. Pratima Patel of
Ben Venue Laboratories, Inc.

FDA 356h form is provided.

The Agency has requested to include all possible impurities in the current Finished Product Release and
Stability Specifications. We have amended our Finished Product Release and Stability Specifications
by including ~ : - } with the Specifications of not more than : —~—
(same limits as active drug substance). The other two impurities, " - have
not been included in the current Specifications due to the fact, these impurities were not observed i the
active drug substance (refer to attached PPD Report 96-0107). '

)

{

Revised Finished Product Specifications and Stability Specifications are provided in this amendment
for your review.

Also, Bedford Laboratories commits to provide full cooperation to resolve any problem, which may arise
during method validation testing as part of “Post-Approval” process for the above listed drug product.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road ¢ Bedford, Ohio 44146 * (440) 232-3320 * Fax (440) 232-6264



- If the Agency has any comments or further requests, we welcome direct and immediate telephone contact.
at (440) 201-3333.

Sincerely,
for BEDFORD LABORATORIES

Shahid Ahmed

Vice President, Regulatory Affairs
Ben Venue Laboratories, Inc.

e rERRS THIS WAY
QN QRIGINAL

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road * Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264



February 14, 2001

Gary Buehler

Director, Office of Generic Director
CDER, FDA

7500 Standish Place

Rockville, MD 20855

Reference: ANDA 75-190, Paclitaxel Injection 6mg/mL; SmL, 16.7m

@ .

b YR

i liest sy SN ATy v
Dear Mr. Buehler: PNy T RESH

I would like to take this opportunity to express our profound disappointment over the handling of Bedford
Laboratories pending ANDA for Paclitaxel Injection by the Agency.

Following is a brief summary of events which took place during the last four years.

On December 29, 1996, Bedford Laboratories hand delivered the original application with a paragraph IV
certification to the Agency since the NCE on Paclitaxel was to expire on December 29, 1997. To our dismay,
~ application was sent back to Bedford Laboratories after approximately four weeks in the original boxes
.chout any written communication from OGD. On August 21, 1997, Bedford Laboratories re-filed the ANDA
with a paragraph IV certification. Later it was discovered that IVAX Corporation had also filed an ANDA for
Paclitaxel in the first week of August and hence will be granted 180 days exclusivity.

Bedford Laboratories received the first Major Amendment on March 13, 1998, along with CMC, labeling and
Bioequivalence comments. The application holder responded to the major amendment on June 21, 1999, and
numerous correspondences were sent to the Agency regarding revised patent certifications and 180 days
exclusivity during this period as well. Additionally, a written response to the Agency was also sent on October
20, 1999, regarding issues related to the microbiological review of the application. Regretfully, we received the
second Major Amendment from the Agency on December 8, 1999. Since this was a second Major Amendment,
we requested a teleconference with the Agency personnel on March 27, 2000, to resolve the technical issues. On
April 3, 2000, we were able to speak to Mr. Mike Smela, Ms. Shirley Brown, and Ms. Michelle Dillahunt and
after brief discussion, we agreed to the Agency’s proposal regarding manufacture of a new exhibit batch.
Bedford Laboratories forwarded a written response to the second major amendment on May 16, 2000, Agency
followed by a submission of a gratuitous amendment on August 30, 2000, which contained stability data from
the new exhibit batch, as well as new patent certification and exclusivity statement.

Surprisingly, we received a third Major Amendment on our pending application on December 8, 2000. When |
contacted Ms. Dillahunt regarding the third Major Amendment, she informed me that the Team Leader had
suggested that this should be a minor amendment, however, the Deputy Division Director changed the
classification to a major amendment. I requested a teleconference with the Agency personnel on December 12,
90, in order to resolve all outstanding issues. On January 12, 2001, I spoke with Mr. Smela, Ms. Brown and
;. Dillahunt and informed them that we have finalized our written response to the Agency’s letter and will be

APPEARS THIS WAY A DIVISION OF BEN VENUE LABORATORIES, INC.

ON ORIGINAL 300 Northfieid Road « Bedfford, Ohio 44146 « (440) 232-3320 * Fox (440) 252-6264



LABORATORIES™

sending the written communication to the Agency fairly soon. Moreover, we will be requesting that the major
amendment be reclassified to a minor amendment since the information provided to the Agency could be
reviewed in less than an hour. A written response to the third Major amendment was sent to the FDA on
January 24, 2001. However, I received a voice mail message from Michelle Dillahunt on F ebruary 7, 2001,
informing me that Bedford Laboratories’s request for reclassification of the amendment has been denied by Dr.
Schwartz.

Suffice to say, we were extremely disappointed with the denial of reclassification of this amendment.
Particularly, because of the minimal review time the amendment represents and the significant negative impact
it may have on the approval of our ANDA since we will not be able to know the outcome of the regulatory
review for the next 6 months.

In light of the above mentioned facts and on behalf of Bedford Laboratories, I am requesting your assistance
and help in obtaining an expedited review of our pending application.

Looking forward to hearing from you soon. However, if you have any questions or comments, please contact
me at (440) 201-3333.

Sincerely,
.ahid Ahmed

Vice President, Regulatory Affairs
Ben Venue Laboratories

APPEARS THIS WAY
ON ORIGINAL
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January 24, 2001

Major Amendment

Chemistry and Labeling
Office of Generic Drugs
Center for Drug Evaluation and Research N / Aa
Food and Drug Administration
Metro Park II ORIG AxE <\
7500 Standish Place, Room 150 AU AHENDMENT
Rockville, MD 20855
RE: ANDA 75-190 /Major Amendment
Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL, and 50 mL per vials

‘Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel
Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials in response to the deficiencies cited in the
Major Amendment, dated December 8, 2000.

Bedford Laboratories™ would like to request that the Agency reclassify this Major Amendment to a
Minor Amendment as discussed between Ms. Michelle Dillahunt, Mr. Michael Smela, Jr., and Ms.
Shirley Brown from the Agency and Mr. Shahid Ahmed of Ben Venue Laboratories, Inc., during the
conference call dated January 12, 2001.

The number associated with the response given below corresponds to the number identifying the
deficiencies in the communication. Form 356H is provided in Attachment L

A. CHEMISTRY DEFICIENCIES

1. The Reference Listed drug does include a 50 mL vial. Please refer to page 425 of the previous
amendment which lists the 50mL vial in the “How Supplied Section” of the package insert from
Bristol Myers Squibb. Furthermore, the vial label and carton for the 50 mL dosage of the
Reference Listed Drug is provided in Attachment II.

2. The DMF holder has responded to the deficiencies cited for DMF —— The confirmation
letters are provided in Attachment III for you reference.
3. The —— specification for the drug substance has been revised to NMT ———
PR Please refer to Attachment IV for the revised specifications.

4a. An additional identification test by ~——___————— _ s proposed for the drug product

4b e e A T

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Norihfield Road « Bedford, Ohio 44146 » (440) 232-3320 = Fax (440) 232-6264



4c.

4d.

Sa.

5b.

5c.

5d.

Per the Agency’s request and upon review of the current stability data, the specification for
Individual Unknown Impurities has been revised to NMT ~— rom — for the drug product
release. The revised specifications for the drug product are provided in Attachment V.

Per the Agency’s request, the assay specification for the drug product stability has been revised
to » from - which is identical to the release specifications. The revised
Pre-Approval and Post-Approval Stability Protocols are provided in Attachment VI.

Please refer to Response 4c.

The Individual Unknown Impurities specification has been revised to NMT — The revised
protocols are provided in Attachment VI.

The innovator drug product sample and the Bedford Laboratories drug product samples stored
for 6 months at 25 °C were analyzed using the = method for known impurities. Results of
the analyses are provided in the following table:

Lot Number _ — E—
818-00-216717(5mL Vial) R—— ———
818-44-216718(16.7mL Vial) — S
818-57-216719(50mL vial) — S
Innovator (SmL vial) —_— —_—
Lot Number OD 22426

Expiration Date: 04/02



A

6.

Bedford Laboratories™ commits to providing a prior approval supplement in order to change
the source or grade of the — if it becomes necessary in the future.

The certificate of analysis for the lot of active drug substance used in the new batch is provided
in Attachment VIIL.

Apparent pH of the drug product solution was measured using the stability samples stored for
six months at 25 °C and there was no significant change in the apparent pH over time. The
updated stability data is provided in Attachment VIIL

ACKNOWLEDGEMENTS

Bedford Laboratories™ acknowledges that the microbiologist’s review for sterility assurance is
still pending, as well as the Labeling and Bioequivalence reviews.

Bedford Laboratories™ acknowledges that the request for categorical exclusion is pending.

Bedford Laboratories™ acknowledges that a method validation will be requested following
resolution of the testing issues.

The labeling deficiencies are addressed in Part C of this amendment.

LABELING DEFICIENCIES

All deficiencies cited have been corrected. Please refer to Attachment IX for copies of final
printed vial labels, cartons, and package insert labeling for review. Also located in
Attachment IX are annotated side-by-side comparisons of the final printed package insert
with the last draft package insert.
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If the Agency has any comments or further requests, we welcome direct and immediate telephone contact
at (440) 201-3333.

Sincerely,
for BEDFORD LABORATORIES

Hoie (Yt
“ Shahid Ahmed

Vice President, Regulatory Affairs
Ben Venue Laboratories, Inc.

APPEARS THIS WAY
BN ORIGINAL
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LABORATORIES™
August 30, 2000

Gratuitous Amendment

Office of Generic Drugs \W‘ Yi
Center for Drug Evaluation and Research  {{t LA

Food and Drug Administration fod 536\&“;%‘« DA OR‘G [ JMEN‘E

Metro Park II _pd Lo

7500 Standish Place, Room 150 4 Wt M"}( daehe Rﬁ

Rockville, MD 20855 LGSy .
Oy 8™ AT

RE: ANDA 75-190 /Gratuitous Amendment -~ 4 th Ly

Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL amf 30'mE pervials

Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel
Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials, by providing three months accelerated and
room temperature stability data per our commitment to the Major Amendment, dated May 16, 2000 as
well as Supplemental Paragraph I Certification and revised Exclusivity Statement.

FDA 356h form is provided in Attachment I.

Three months stability testing under accelerated temperature and proposed label temperature have been
completed and stability data are provided in Attachment IL This is in reference to the telephone
conversation between Shahid Ahmed and Mr. Mike Smela, Ms. Shirley Brown and Ms. Michelle
Dillahunt from the Agency on April 3, 2000.

Moreover, we have provided Supplernental Patent Certification to this ANDA regarding the new Patent
6,096,331 in Attachment III. This is in reference to the telephone conversation between Ms. Molly Rapp
of Ben Venue and Ms. Beth Fritsch ffom the Agency on August 15, 2000.

Also, we have provided revised Exclusivity Statement in this amendment due to current update in
Orange Book. This is in reference to the telephone conversation between Ms. Pratima Patel of Ben
Venue and Mr. Greg Davis from the Agency on August 23, 2000.

If the Agency has any comments or further requests, we welcome direct and immediate telephone contact
at (440) 232-3320, ext.3333

Sincerely,

Shahid Ahmed :
Vice President, Regulatory Affairs
Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 ¢ (440) 232-3320 * Fax (440) 232-6264



June 23, 2000 LABO

Office of Generic Drugs SUPPL AMENDEMENT
Center for Drug Evaluation and Research N /

Food and Drug Administration

Metro Park II

7500 Standish Place, Room 150

Rockville, MD 20855

RE: ANDA 75-190/Gratuitous Amendment
Product: Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials

Dear Sir/Madam:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for
Paclitaxel Injection, 6 mg/mL, 5 mL and 16.7 mL vials, in response to the telephone
communication of June 22, 2000, between Ms. Nancy Sager of the Agency and Ms. Laurel
Benyo of Ben Venue Laboratories, Inc. In accordance with 21 CFR 25.15 (d) and 25.31 (b),
Bedford Laboratories is seeking categorical exclusion due to the following:

1. T —

e S VU ISEN P S S . e e i AT R g AT A 0

= o - - A g

2. The paclitaxel active pharmaceutical ingredient is manufactured by a semi-synthetic
process and obtained exclusively from Taxus baccata

3 § . . s " e NN i

SRR

N s

To the applicant’s knowledge, no extraordinary circumstances exist.

We trust this meets with your approval. If the Agency has any further questions or comments,
we welcome direct contact at (440) 232-3320, ext. 333 or (440) 232-2772 (facsimile).

" Sincerely,
for Bedford Laboratories™

Shahid Ahmed W

Vice President, Regulatory Affairs
Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road » Bedford, Ohio 44146 » (440) 232-3320 = Fax (440) 232-6264



LABORATORIES™
May 23, 2000
New Correspondence
Office of Generic Drugs
Center for Drug Evaluation and Research .
Food and Drug Administration NEW CORRESP.
Metro Park IT Nc

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 75-190
Product: Paclitaxel Injection, 6 mg/mL; S mL, 16.7 mL and 50 mL per vials
Dear Sir:

We wish to amend our response to the Major Amendment submitted to the Agency on May 16, 2000
to our unapproved Abbreviated New Drug Application, ANDA 75-190, for Paclitaxel Injection,

6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials. This is in reference to the telephone conversation
between Ms. Teresa Watkins of the Agency and Ms. Laurel Benyo of Ben Venue on May 23, 2000.
Per the discussion, we have updated our statement that Bedford Laboratories has no intention to

claim the indication regarding the ~>:

- - ~ v

FDA 356h form is provided in this amendment.

The revised statement reads as “Bedford Laboratories has no intention to claim the indication in the
labeling regarding

_ therefore, the Patent

P

Certification and Exclusivity Statement remains unchanged.

If the Agency has any comments or further requests, we welcome direct and immediate telephone
contact at (440) 232-3320, ext.333

Sincerely,
for BEDFORD LABORATORIES

Shahid Ahmed
Director, Regulatory Affairs

Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.

300 Northfield Road « Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264
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June 16, 2000 LABORATORIES"

Microbiology Deficiencies
Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park II , v

7500 Standish Place, Room 150 JRIQ AMENMDMENT
Rockville, MD 20855 N / '4 g

RE: ANDA 75-190

Product: Paclitaxel Injection, 6 mg/mL; S mL, 16.7 mL and 50 mL per vials
Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for
Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials to remove the deficiencies
communicated in your letter dated May 23, 2000. Also, this is in reference to the telephone
conversation between Mr. Joe Buccine and Dr. Lynn Ensore of the Agency and Mr. Shahid Ahmed,
Ms. Pratima Patel and Ms. Angela Boss of Ben Venue on June 16, 2000.

FDA 356h form is provided in this amendment.
The endotoxin limit for the Paclitaxel Injection was calculated as follows:

The recommended dosage of paclitaxel in the proposed drug product labeling is 135 mg/m? or 175
mg/m? administered intravenously over 3 hours every week; therefore,

175 mg/m?* X 18M* = 45mgkg/3 hour = 1.5 mg/kg/hour

- 70 kg (Body wt)

Based on LAL Guideline, K/M = 5.0 EU/kg =3.3 EU/mg
1.5 mg/kg

Based on the above calculations, we would like to keep the LAL specification to NMT =~ *———no—
for Finished Product Release and Stability Specifications, as we have proposed in the previous
deficiency response.

We trust this meets your approval. If the Agency has any comments or further requests, we welcome
direct and immediate telephone contact at (440) 232-3320, ext.333

Sincerely,
for BEDFORD LABORATORIES,,,

Shahid Ahmed
Director, Regulatory Affairs

Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264
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BEDEORD

May 16, 2000 LABORATORIES™
Major Amendment/Chemistry

and Labeling Deficiencies
Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration V
Metro Park II o ) /h]
7500 Standish Place, Room 150 NOA URiG g&mwﬁﬁr
Rockville, MD 20855 1

RE: ANDA 75-190 /Major Amendment
Product: Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials

Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for
Paclitaxel Injection, 6 mg/mL; 5 mL, 16.7 mL and 50 mL per vials, in response to your letter dated
December 8, 1999.

FDA 356h form is provided in Attachment L.

The number identifying the responses in this amendment correspond to the deficiencies cited in your
letter.

A. Deficiencies:

1. The DMF holder has responded to their deficiency letter on April 12, 2000. Please note that
the _+—— = ‘ The DMF has
been updated with this change. Please refer to Attachment II for a correspondence letter and
U.S. Agent letter.

2. The current active drug substance Specifications and Test Method have been updated to
include the individual chemical names and limits for the known impurities. Please refer to
Attachment I1I for revised Paclitaxel Drug Substance Specifications and Test Method.

3. We acknowledge the Agency’s comment. We have updated the <———————""————

A DIVISION OF BEN VENUE LABORATORIES, INC.

By, ?\
N ’é}”/
300 Northfield Road » Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264 Ny / Oﬁf' AND\}Q’?
LS A LA
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LABORATORIES™

by providing three months accelerated temperature stability data per the telephone
conversation between Shahid Ahmed and Mr. Mike Smela, Ms. Shirley Brown and Ms.
Michelle Dillahunt from the Agency on April 3, 2000.

Our Proposed Specifications (release and stability) for Appearance are adopted from Current
USP <788>, which reads as “Injectable solutions, including solutions constituted from sterile
solids intended for parenteral use, should be essentially free from particles that can be

observed on visual inspection”.

Please refer to Attachment IV for revised Finished Product and Stability Specifications,
where the sample preparation for the pH determination has been included.

Updated Pre- and Post-Approval Stability Protocols are provided in Attachment IV with the
inclusion of pH and * ~—. content. '

Please refer to Attachment V for the General Test Method 999-00-020 for color test.
Antimicrobial Preservative Effectiveness Test data is provided in Attachment VI.
In addition to the other comments, we would like to acknowledge the following:

The microbiologist’s review of our amendment dated October 20, 1999 for sterility assurance
is pending.

The drug product samples for method validation will be requested under separate cover
following resolution of the testing issues.

The response to the labeling deficiencies is included in this amendment.

Labeling deficiencies:

We have updated vial labels and carton labeling based on the Agency’s comments. Please
note that the proposed package insert labeling has been updated in accordance with the
recently updated reference listed drug package insert labeling (revised October 1999) .
Twelve copies of final printed labels and labeling are provided in Attachment V1. The final
printed vial labels and carton labeling are compared with previously submitted draft labels
and carton labeling, where as final printed package insert has been compared with recently
revised reference listed drug package insert. Please refer Attachment VI for side-by-side
comparison of labels and labeling .

Please note that Bedford Laboratories has no intention to claim the indication in the labeling
regarding - , - ~ ] N

~——__therefore, the Patent Certification and Exclusivity Statement remain
unchanged.

2
A DIVISION OF BEN VENUE LABORATORIES, INC.

300 Northfield Road * Bedford, Ohio 44146 « (440) 232-3320 » Fax (440) 232-6264
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If the Agency has any comments or further requests, we welcome direct and immediate telephone
contact at (440) 232-3320, ext.333

Sincerely,

for BEDFORD LABORATORIES

Shahid Ahmed
Director, Regulatory Affairs
Ben Venue Laboratories, Inc.

APPEARS THIS WAY
ON ORIGINAL

3
A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road * Bedford, Ohic 44146 ¢ (440) 232-3320 » Fax (440) 232-6264



October 20, 1999
Response to Microbiology Deficiencies

Office of Generic Drugs ,
Center for Drug Evaluation and Research NDA OR'G AMENDMENT
Food and Drug Administration /V

Metro Park II A—S

7500 Standish Place, Room 150

Rockville, MD 20855

RE: ANDA 75-190
PRODUCT: Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL per vials

Dear Sir/Madam:

We would like to amend our unapproved Abbreviated New Drug Application, Paclitaxel Injection; 6
mg/mL; 5 mL and 16.7 mL by responding the Agency’s letter dated September 24, 1999.

FDA 356h form is provided in Attachment I.

The number associated with the response given below corresponds to the number identifying the
deficiencies in the communication.

Microbiology Deficiencies:

1.

....... e T T I
B — -
e T T

A

OCT 2 11999 :
Gl N

}

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264
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Office of Generic Drugs I =l ; .! g.! =|’ !! Paclitaxel Injection

ANDA 75-130 October 20, 1999

numbers for contact are (440)-232-3320, ext.333 (direct) and (440)-232-2772 (fax).

Sincerely,
for Bedford Laboratories

Shahid Ahmed

Director, Regulatory Affairs
Ben Venue Laboratories, Inc.

APPEARS THIS wa
ON 0RIGINAL '

A DIVISION OF BEN V§NUE LABORATORIES, INC.
300 Northfield Road » Bedford, Ohio 44146  (440) 232-3320 » Fax (440) 232-6264



June 21, 1999

Office of Generic Drugs. NDA OR,G AMENDMENT

Center for Drug Evaluation and Research

Food and Drug Administration /\}

Metro Park II /Q’ C
7500 Standish Place, Room 150

Rockville, MD 20855

RE: ANDA 75-190 /Major Amendment
Product: Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL per vials
Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for
Paclitaxel Injection, 6 mg/mL; 5 and 16.7 mL per vials, in response to your letter dated March 13,
1998.

FDA 356h form is provided in Attachment L.

The number identifying the responses in this amendment correspond to the deficiencies cited in your
letter.

Section VIII. Raw Material Control

1. The DMF holder has responded to their deficiency letter on June 5, 1998.

2. The drug product contains —

. - WRSVER
o8 A DS
s S A e R ey SRS 2 s AR

Also, this issue was dlscussed w1th Dr (:111 and Ml‘ Buccme of the Agency and Shahid
Ahmed of Ben Venue on April 4, 1998.

rm—— y B S
- -

3. Ben Venue is in the process of revising current specifications and test method to include the
individual chemical names and limits for known impurities. As soon as the specifications
and test method are updated, this application will be amended.

4. The Bacterial Endotoxin limit for the finished product and stability sample is not more than
~— of paclitaxel; therefore, current Bacterial Endotoxin limit of ~———_of

paclitaxel for active drug substance is not high. Also. —————the DMF holder has a
/.»'-ﬂ-«.”,w,. L s - et o ~7,¥~.‘.m_’m

Sectipn XI. Manufacturing & Processing Instructions

RECD
5. The actual amount of paclitaxel will be listed on Formula Card of Compounding 1 srguéwgng 51999
% OGD §,
A DIVISION OF BEN VENUE LABORATORIES, INC. /70N ANUV&S

300 Northfield Road « Bedford, Ohio 44146 « (440) 232-3320 » Fax (440) 232-6264
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March 12, 1999

Office’of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration NEW CORRre®
Metro Park II MC

7500 Standish Place, Room 150
‘Rockville, MD 20855

RE: ANDA 75-190/ New Correspondence
Product: Paclitaxel Injection, 6 mg/mL; 5 and 16.7 mL per vial
Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for
Paclitaxel Injection, 6 mg/mL; 5 and 16.7 mL per vial, by requesting 180-day generic drug
marketing exclusivity.

FDA 356h form is provided in this amendment.

Attached, please find a notification letter of the filing of Hatch/Waxman patent infringement actions
to the Agency.

If the Agency has any comments, we welcome direct and immediate telephone contact at (440) 232-
3320, ext.333 (phone) and (440) 232-2772 (fax).

Sincerely,
for BEDFORD LABORATORIES

prtekel fy,
Shahid Ahmed RECEIVED

Director, Regulatory Affairs
Ben Venue Laboratories, Inc.

/pp MAR 1 51959
GENERIC DRUGS

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road » Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264



&5 Bristol-Myers Squibb Company

345 Park Avenue New York, NY 101540037 212 546-4000 NEW CORRESP

Nec_
N"i/y-;f"’ N
' . € sptember 17, 1998
0 i

Food and Drug Administration Y/)\ \‘5\ \C,Y
b ib\/\

Center for Drug Evaluation and Resear

Office of Generic Drugs, HFD-600 75 (%0
7500 Standish Place, Room 150

Rockville, MD 20855

RE: Bristol-Myers Squibb Company v. Boehringer Ingelheim, Ben Venue
Laboratories and Bedford Laboratories

Gentlemen:

This supplements our January 6, 1998 letter (copy enclosed). We want to formally
advise the Food and Drug Administration (“FDA") that on July 17, 1998, Bristol-Myers
Squibb Company (“BMS”) filed a Supplemental Complaint against Boehringer Ingelheim,
Ben Venue Laboratories and Bedford Laboratories (“Ben Venue”) in federal district court
in Newark, New Jersey, alleging infringement of U.S. Patent Nos. 5,641,803, 5,670,537
and 5,496,804. A copy of the Supplemental Complaint is enclosed (Civil Action No. 97cv
6050 (WHW), United States District Court, District of New Jersey).

BMS filed this action within 45 days of receipt of notice of the certification
concerning U.S. Patent Nos. 5,670,537 and 5,496,804. As indicated in our January 6,
1998 letter, BMS had previously received certification concerning U.S. Patent No.
5,641,803 and had filed a lawsuit against Ben Venue within 45 days of that certification.
Pursuant to the Federal Food, Drug and Cosmetic Act, § 505 (j) (4) (B) (iii), the FDA
cannot approve ANDA 75-190 until “the expiration of the thirty-month period beginning on
the date of the receipt of the notice . . .or such shorter or longer period as the court may
order. ...

It is noted that BMS is not required to provide this notification to the FDA, but is
doing so out of an abundance of caution to ensure that the FDA is fully informed
concerning the status of Ben Venue’s ANDA 75-190.

Should any questions concerning this matter arise, please feel free to contact me
directly. ‘

RECEIVED

. SEP 2 11998)
RENERIC NRIIGS




June 3, 1998

Office of Generic Drugs NEW CUHRESP
Food and Drug Administration

Metro Park 1I /‘/ ¢
7500 Standish Place, Room 150

Rockville, MD 20855

RE: ANDA 75-190
Product: Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials

Dear Sir:

We wish to aﬁlend our unapproved Abbreviated New Drug Application, ANDA 75-190, for
Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials to provide the Supplemental Patent
Certifications for U. S. Patent 5,670,537, and 5,496,804.

FDA 356h form is provided.

Attached herewith is Supplemental Paragraph IV Certifications.

If you have any questions or comments, the phone numbers for contact are (440) 232-3320, ext.

333 direct and (440) 439-6398 (fax).

Sincerely,
for Bedford Laboratories

hahid Ahmed

Director, Regulatory Affairs
Ben Venue Laboratories, Inc.

RECeivicD
JUN.0-it998)
“ENERIC DRUGS

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-6264
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May 11, 1998

Office of Generic Drugs T

Food and Drug Administration FNEW CQRRESP
Metro Park II C

7500 Standish Place, Room 150

Rockville, MD 20855

RE: ANDA 75-190
Product: Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials

Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for
Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials to provide the Patent Certification for
U. S. Patent 5,670,537, 5,496,804 and revised Statement of Exclusivity. FDA 356h form is
provided.

Attached herewith is revised Paragraph IV Certification and revised Statement of Exclusivity.

If you have any questions or comments, the phone numbers for contact are (440) 232-3320, ext.
333 direct and (440) 439-6398 (fax).

Sincerely,
for Bedford Laboratories

Shahid Ahmed

Director, Regulatory Affairs
Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 » (216) 232-3320 « Fax (216) 232-6264



May 6, 1998 /

_ 'y
Greg Davis t)w /
Office of Generic Drugs c3
Food and Drug Administration \ \
Metro Park I

7500 Standish Place, Room 150 B, e

Rockville, MD 20855 T e

RE: ANDA 75-190 /V c
~ Product: Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials

Dear Mr. Davis:

This is to confirm that the law firm Cohen, Pontani, Lieberman & Pavane in New York City, and
specifically Martin B. Pavane, William A. Alper and Myron Cohen of that firm, are representing
Bedford Laboratories, a division of Ben Venue Laboratories, Inc. in certain patent litigation
relating to Paclitaxel Injection and have been authorized by Bedford Laboratories, to
communicate with you and other representatives of the U.S. Food and Drug Administration from
time to time with respect to Bedford Laboratories’ pending ANDA 75-190 for approval to market
Paclitaxel Injection. We would appreciate any assistance you can give them.

If you have any questions or comments, the phone numbers for contact are (440) 232-3320, ext.

333 direct and (440) 439-6398 (fax).

Sincerely,
for Bedford Laboratories

hahid Ahmed

Director, Regulatory Affairs
Ben Venue Laboratories, Inc.

| RECEIVED |
cc: g);lir:(:l:&t;l?ci,)Lleberman & Pavane [u AY 0 8- 1998
GENERIC DRUGS

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 » (216) 232-3320 » Fax (216) 232-6264

; . 5’/@7)/
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LABORATORIES™

February 5, 1998

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park II

7500 Standish Place, Room 150
Rockville, MD 20855

Office of Generic Drugs o NEW ¢ RRESP
A\t

Re: ANDA 75-190
Product: Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials

Dear Sir/Madam:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for
Paclitaxel Injection, 6 mg/mL, 5 mL and 16.7 mL vials in response to a facsimile from the Agency
dated 12/10/97 concerning the categorical exclusion claim and extraordinary circumstances for
the environmental assessment. In accordance with 21 CFR 25.15(d) and 25.31(b) Bedford
Laboratories, Inc., is seeking categorical exclusion due to the following :

1. The paclitaxel active pharmaceutical ingredient is manufactured by a semi-synthetic
process and obtained exclusively from the Taxus Baccata ———___

. s s e AT e e T o 5 A S L RS et
2 . s N e o AR & N ¢ NS T i Sy T3 e

I 0 AR A L, e 0 RN

A written statement from the e+ 18 PTOVIdeEd
with this letter and also to the applicant’s knowledge, no extraordinary circumstances exist. This
statement is updated based on my telephone conversation with Nancy Sager.

If the Agency has any comment or further requests, or if we could be of any assistance in the
review, we welcome direct and immediate telephone contact at (440) 232-3320, ext.333.

Sincerely,

for Bedford Labo;atories"’M E RECE'VED i
/ frhel s, FEB 1.0 1998

Shahid Ahmed

Director, Regulatory Affairs GENER!C DRUGS

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northtield Road « Bedford, Ohio 44146 « (216) 232-3320 » Fax (216) 232-6264

/S/

' 2/2



February 5, 1998 :
NEW CORRESP

Office of Generic Drugs /\[ ¢

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park II

7500 Standish Place, Room 150

Rockville, MD 20855

Dear Sir/Madam:

Enclosed, please find the revised Environmental Assessment statement to our ANDA 75-190.

This statement has been updated based on my telephone conversation with Nancy Sager.

Sincerely,
for Bedford Laboratories

f A
Pratima Patel

Senior Regulatory Affairs Associate
Ben Venue Laboratories, Inc.

EREGENEDM
e 10,1998
GENERIC DRUGS

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road » Bedford, Ohio 44146 e (216) 232-3320 » Fax (216) 232-6264
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January 26, 1998

Office of Generic Drugs

Center for Drug Evaluation and Research ORIG AMENDMENT
Food and Drug Administration ‘

Metro Park II /’UC

7500 Standish Place, Room 150

Rockville, MD 20855

Re: ANDA 75-190
Product: Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials

Dear Sir/Madam:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for
Paclitaxel Injection, 6 mg/mL, 5 mL and 16.7 mL vials in response to a facsimile from the
Agency dated 12/10/97 concerning the categorical exclusion claim and extraordinary
circumstances for the environmental assessment. In accordance with 21 CFR 25.15(d) and
25.31(b) Bedford Laboratories, Inc., is seeking categorical exclusion due to the following :

1. The paclitaxel active pharmaceutical ingredient is manufactured by a semi-synthetic
process and obtained exclusively from the Taxus Baccate — —

2. "“W“W*_,_’_M‘,___* J ,..,.M M'w)“«; :jw“f'»*v T AT e i i .

3 - R - S

A written statement from the~———— woenmenannn 18 provided

with this letter.

If the Agency has any comment or further requests, or if we could be of any assistance in the
review, we welcome direct and immediate telephone contact at (440) 232-3320, ext.333.

Sincerely,
for Bedford Laboratories™

=

Shahid Ahmed

Director, Regulatory Affairs [ RECE‘VED 1

Ben Venue Laboratories, Inc.
FIAN 27 1998

A DIVISION OF BEN VENUE LABORATORIES, INC. )%g&gR\c DRUGS

300 Northfield Road « Bedford, Ohio 44146 « (216) 232-3320 « Fax (216
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Food and Drug Administration

Center for Drug Evaluation and Research
Office of Generic Drugs, HFD-600

7500 Standish Place, Room 150

Rockville, Maryland 20855

RE: Bristol-Myers Squibb Company v. Ben Venue Laboratories

Gentlemen:

This letter will supplement my letter dated January 6, 1998 regarding
ANDA 75-190 filed by Ben Venue Laboratories’ Bedford Laboratories division (“Ben

Venue”) directed to its paclitaxel injection generic version of Bristol-Myers Squibb’s
(“BMS”) Taxol®.

As stated in my January 6 letter, BMS filed a patent infringement action
against Ben Venue within 45 days of receipt of notice of a patent certification by Ben
Venue and pursuant to the Federal Food, Drug and Cosmetic Act (“FFDCA”),
§505(j)(4)(B)(iii), the FDA cannot approve ANDA 75-190 until “the expiration of the
thirty (30) month period beginning on the date of the receipt of the notice. . . or such
shorter or longer period as the court may order . . ..” BMS now calls the FDA’s
attention to §505(j)(4)(D)(ii) of the FFDCA which provides that because Ben Venue
provided notice of its patent certification to BMS prior to the expiration of the five
(5) year data exclusivity period enjoyed by BMS pursuant to that section, the thirty
(30) month period is “extended by such amount of time (if any) which is required for
seven and one-half years to have elapsed from the date of approval of [BMS’s
paclitaxel new drug application]”.

Should any questions concerning this matter arise, please feel free to contact

me directly. v RECE'VED
Sincerely, 2 1199

v



%Z% Bristol-Myers Squibb Company

P.O.Box 4000 Princeton, N] 085434000 a/
(‘\\ 609 252-4328 Fax: 609 252-4526 g ‘ .
. January 6, 1998 I ys' J"}-
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Donald]. Barrack .- ‘(\ 5
Chief Counsel - Patents ~ g

Food and Drug Administration

Center for Drug Evaluation and Research NEW UORRAESP N !

Office of Generic Drugs, HFD-600 T /\rf*

7500 Standish Place, Room 150

Rockville, Maryland 20855

RE: Bristol-Myers Squibb Company v. Ben Venue Laboratories

Gentlemen:

ANDA 75-190 filed by Ben Venue Laboratories’ Bedford Laboratories division
(“Ben Venue”) is directed to its paclitaxel injection generic version of Bristol-Myers
Squibb’s (“BMS”) Taxol® and contains a certification under 21 U.S.C.
§355(j)(2)(A)(vii)(IV) asserting that United States Patent No. 5,641,803 is invalid.
Notice of the certification was received by BMS on a date after November 3, 1997, the
date of the postmark on the notice sent by Ben Venue to BMS.

: ‘%EQ

This letter is to advise the Food and Drug Administration (“FDA”) that on
{ ﬁ December 17, 1997, BMS filed a lawsuit against Ben Venue Laboratories, Inc. and
Bedford Laboratories in federal district court in Newark, New Jersey, alleging
infringement of United States Patent No. 5,641,803. A copy of the complaint is
enclosed (Civil Action No. 97cv 6050 (WHW), United States District Court, District
?f New Jersey).

Because BMS has filed its action within 45 days of receipt of notice of the
certification, pursuant to the Federal Food, Drug and Cosmetic Act, §505(j)(4)(B)(iii),
the FDA cannot approve ANDA 75-190 until “the expiration of the thirty-month
period beginning on the date of the receipt of the notice. . . or such shorter or longer
period as the court may order. . ..”

It is noted that BMS has not received from Ben Venue notice of a patent
certification with regard to BMS’s United States Patent No. 5,670,537 which is listed
in the Orange Book as a covering patent for paclitaxel. In the absence of a patent
certification directed to United States Patent No. 5,670,537, ANDA 75-190 cannot be
approved.

Should any quegtions concernini this matter arise, please feel free to contact

me directly. " RECEIV
JAN 0 7.1998 Sincerely,

GENERIC DRUGS 9// o~




I
!
\-

November 20, 1997 NEW CORRESP

Office of Generic Drugs N ¢
Center for Drug Evaluation and Research + J
Food and Drug Administration },/L‘ 1

Metro Park II N ?g 1577
7500 Standish Place, Room 150 e

Rockville, MD 20855

Re: ANDA 75-190
Product: Paclitaxel Injection, 6 mg/mL; 5 mL and 16.7 mL vials

Dear Sir/Madam:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-190, for
Paclitaxel Injection, 6 mg/mL, 5 mL and 16.7 mL vials, in accordance with 21 CFR
314.94(a)(12)(I)(A)(4) and 21 CFR 314.95.

Bedford Laboratories™ is amending its application to certify that notice has been provided to the
patent holder, Bristol-Myers Oncology, that its unapproved ANDA 75-190 for Paclitaxel
Injection, 6 mg/mL, 5 mL and 16.7 mL vials, was submitted and accepted for filing and review
by the Agency. A copy of Bedford Laboratories™ Paragraph IV Certification, which was
submitted to the Agency in the original application, was provided to the patent holder explaining
the basis for our opinion that Patent Number 5,641,803 (expiring August 03, 2012), is invalid.

Additionally, please refer to the attached copy of confirmation letter, which was sent by Bristol-
Myers Squibb Company that the patent holder has received the Paragraph IV Certification notice.

If the Agency has any comment or further requests, or if we could be of any assistance in the
review, we welcome direct and immediate telephone contact at (216) 232-3320, ext.333.

Sincerely,
for Bedford Laboratories™

/. frel o

Shahid Ahmed
Manager, Regulatory Affairs
Ben Venue Laboratories, Inc.

RECEIVED
NOV 2 11997

GENERIE DRUGS

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northtield Road « Bedford, Ohio 44146 « (216) 232-3320 « Fax (216) 232-6264



August 21, 1997

Office of Generic Drugs | REC EIVED

Center for Drug Evaluation and Research

Food and Drug Administration AU

Metro Park II 6 25 1997
7500 Standish Place, Room 150

Rockville, MD 20855 GENERIC DRUGS

RE: Abbreviated New Drug Application
PRODUCT: Paclitaxel Injection; 6 mg/mL; S mL and 16.7 mL vials

Dear Sir/Madam:

In accordance with Section 505 (j) (1) of the Federal Food, Drug and Cosmetic Act, Bedford
Laboratories is submitting in triplicate (an archival copy, a review copy and a field copy) an
Abbreviated New Drug Application for Paclitaxel Injection, 6 mg/mL; S mL and 16.7 mL vials.
Please note that the field copy has been sent directly to the FDA District Office in Cincinnati,
Ohio.

v-\\
~.

Please note that this application was originally filed on December 30, 1996 by the apphcant w1th E )

a Paragraph Iv certlﬁcatlon for the 5 504, 102 patent which Bristol Myers - S
o e e Bedford I.aboratones requests the Agency to date ﬂ’llS apphcatlon
as of December 30 1996 for purposes of Waxman/Hatch patent challenge process.

The drug product which is a subject of this application will be manufactured by Ben Venue
Laboratories, Inc., located at 270 Northfield Road, Bedford, Ohio, 44146.

This abbreviated new drug application contains the information required by Section 505
(G)@)(A)([), Gi)(T), (v), (v) and (vi) respectively. This application is provided in the format
suggested by your office, and contains a copy of the package insert of the "reference listed drug"”
(Bristol-Myers, Taxol® Injection) as well as copies of the relevant pages of the Approved Drug
Producis with Therapeutic Equivalence Evaluations, 17th edition and supplements.

In accordance with Title 21 CFR 320.22 Bedford Laboratories requests a waiver of
the requirement for submission of evidence demonstrating the in vivo
bioavailability/bioequivalence for the drug product that is the subject of this application

A DIVISION OF BEN VENUE LABORATORIES, INC.

300 Northfield Road « Bedford, Ohio 44146 e (216) 232-3320 « Fax (216) 232-2772
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LABORATORIES™

Office of Generic Drugs Paclitaxel Injection
August 21, 1997 Page 2 of 2

(Paclitaxel Injection, 6mg/mL; SmL and 16.7mL vials). The drug product is a sterile solution and
is intended solely for intravenous administration and contains the active ingredient in the same
concentration as in the reference listed drug.

Bedford Laboratories certifies that the methods used in, and the facilities and controls used for the
manufacture, processing, packaging and holding of the drug product are in conformity with
current Good Manufacturing Practices in accordance with Title 21 CFR 210 and 211. Ben Venue's
signed statement is provided in Section IX (MANUFACTURING FACILITY) Subsection 3
(cGMP Certification).

Three copies of analytical methods which were used to test this product and the analytical method
validation reports are enclosed separately along with this application.

One copy of the Microbiological Validation, along with the drug product specification, stability
protocol, and the package insert are enclosed separately with this application. This drug product
was aseptically filled.

If the Agency has any comments or further requests or if we could be of any assistance in your
review, the phone numbers for contact are (216)-232-3320, ext. 218 (direct) and (216)-232-2772
(fax).

Sincerely,
for Bedford Laboratories

e

Robert V. Kasubick, Ph. D.
QV/Vice President, Regulatory Affairs
Ben Venue Laboratories, Inc. '




ANDA 75-190

Bedford Laboratories,

Division of Ben Venue Laboratories, Inc.

Attention: Robert V. Kasubick, Ph.D.

270 Northfield Road '

Bedford, OH 44156 ’ oCT [ 5 1997

Llubiladid bl lind
Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the
Federal Food, Drug and Cosmetic Act.

NAME OF DRUG: Paclitaxel Injection 6 mg/mL,
5 mL and 16.7 mL vials

DATE OF APPLICATION: August 21, 1997
DATE OF RECEIPT: August 25, 1997

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should‘you have questions concerning this application, contact:

Sheila OQ’'Keefe
Project Manager
(301) 827-5848

Sincérely yours,

sl

Jerry Phillips
Director

Division of
Office of Gene
Center for Drug Evaluation and Research

dling and Program Support
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FILE (N INDH N$190

%. KqpE) o R
Response to Telephone ANDA 75-190 AL
Request
From:Molly Rapp d (440) 201-3576 (Direct)

Supervisor Regulatory Affairs (440) 232-2772 (Fax)
Ben Venue Laboratories ‘

To: Mr. Peter Rickman ®  (301) 827-5840
OGD/CDER/FDA ( 301) 827-5991 (Fax)

Document Control Room, ? i~

Metro Park, North I & a /

7500 Standish Place, Room 150 ' ’
Rockville, MD 20855-2773

Product: Paclitaxel Injection, 6 mg/mL
Date: Jan. 18,2002

Comments:

Please find attached the May 30, 2001 amendment which contained a method of use
statement for patent 6,150,398.

Should you need hard copies of this amendment or any further information, please give
me a call,

Pages: 6, including this cover sheet

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Norinfield Road + Bedford, Onio 44146 ¢ (440) 232-3320 « Fax (440) 232-6264




